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This invention relates to newly identified prostate or prostate cancer related polynucleotides and the polypeptides encoded by these 
polynucleotides herein collectively known as prostate cancer antigens", and to the complete gene sequences associated therewith and to 
the expression products thereof, as well as the use of such prostate cancer antigens for detection, prevention and treatment of disorders of 
the prostate, particularly the presence of prostate cancer. This invention relates to the prostate cancer antigens as well as vectors, host cells, 
antibodies directed to prostate cancer antigens and recombinant and synthetic methods for producing the same. Also provided are diagnostic 
methods for diagnosing and treating, preventing and/or prognosing disorders related to the prostate, including prostate cancer, and therapeutic 
methods for treating such disorders. The invention further relates to screening methods for identifying agonists and antagonists of prostate 
cancer antigens of the invention. The present invention further relates to methods and/or compositions for inhibiting the production and/or 
function of the polypeptides of the present invention. 
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Human Prostate Cancer Associated 
Gene Sequences and Polypeptides 

5 Field of the Invention 

This invention relates to newly identified prostate or prostate cancer related 
polynucleotides and the polypeptides encoded by these polynucleotides herein 
collectively known as "prostate cancer antigens," and to the complete gene sequences 
associated therewith and to the expression products thereof, as well as the use of such 

10 prostate cancer antigens for detection, prevention and treatment of disorders of the 
prostate, particularly the presense of prostate cancer. This invention relates to the 
prostate cancer antigens as well as vectors, host cells, antibodies directed to prostate 
cancer antigens and recombinant and synthetic methods for producing the same. Also 
provided are diagnostic methods for diagnosing and treating, preventing and/or 

15 prognosing disorders related to the prostate, including prostate cancer, and therapeutic 
methods for treating such disorders. The invention further relates to screening methods 
for identifying agonists and antagonists of prostate cancer antigens of the invention. The 
present invention further relates to methods and/or compositions for inhibiting the 
production and/or function of the polypeptides of the present invention. 

20 

Background of the Invention 

Cell growth is a carefully regulated process which responds to specific needs of 
the body. Occasionally, the intricate, and highly regulated controls dictating the rules for 
cellular division break down. When this occurs, the cell begins to grow and divide 
25 independently of its homeostatic regulation resulting in a condition commonly referred to 
as cancer. In fact, cancer is the second leading cause of death among Americans aged 25- 
44. 

Prostate cancer has become the most common cancer among American men, and 
only lung cancer is responsible for more cancer deaths (Boring, Cancer Statistics, 41:19- 
30 36 (1991)). The age specific mortality rate has slowly increased over the past 50 years 
and in black American men is nearly double the rate found in white men (Carter, Prostate, 
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16:39-48 (1990)). Prostate cancer is responsible for nearly three percent of all deaths in 
men over the age of 55 years (Seidman, et aL, Probabilities of Eventually Developing or 
Dying of Cancer- United States, 35:36-56 (1985)). Since the incidence of prostate cancer 
increases more rapidly with age than any other cancer, and the average age of American 
5 men is rising, the number of patients with prostate cancer is expected to increase 
dramatically over the next decade. 

Approximately 30% of men with prostate cancer have distant metastases at the 
time of diagnosis (Schmidt, et aL, J. Urol., 136:416-421 (1986)). Despite the impressive 
symptomatic response of metastases to hormonal manipulation (androgen deprivation), 

10 the survival rate for these patients is dismal: the median duration of survival is less than 
three years (Eyar, Urologic Pathology: The Prostate, Philadelphia, Pa., Lea and Febiger, 
241-267 (1977)). By five years, over 75% and by ten years, more than 90% of these 
patients die of their cancer rather than with it (Silverberg, Cancer, 60:692-717 (1987) 
(Suppl.)). The problem with prostate cancer is that many forms of prostate cancer are 

15 latent, in other words, such forms are difficult to detect. Approximately 30% of the men 
over the age of 50 years who have no clinical evidence of prostate cancer harbor foci of 
cancer within the prostate (McNeai, et a!., The Lancet, January, 1 1:60-63 (1986)). This 
remarkably high prevalence of prostate cancer at autopsy, seen in no other organ, makes it 
the most common malignancy in human beings (Dhom, J. Cancer Res. Clin. Oncol., 

20 106:210-218 (1983)). There is strong support for the concept of multi-step process in the 
pathogenesis of prostate cancer in which latent cancers progress through some but not all 
of the steps necessary for full malignant expression (Utter, et aL, J. Urol., 143:742-746 
(1990). 

There are a variety of techniques for early detection and characteristics of prostate 
25 cancers, however, none of them are devoid of problems. Prostate cancer is a notoriously 
silent disease with few early symptoms. There is a need, therefore, for identification and 
characterization of factors that modulate activation and differentiation of prostate cells, 
both normally and in disease states. In particular, there is a need to isolate and 
characterize additional molecules that mediate apoptosis, DNA repair, tumor-mediated 
30 angiogenesis, genetic imprinting, immune responses to tumors and tumor antigens and, 
among other things, that can play a role in detecting, preventing, ameliorating or 
correcting dysfunctions or diseases related to the prostate. 
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Summary of the Invention 

The present invention includes isolated nucleic acid molecules comprising, or 
alternatively, consisting of, a prostate and/or prostate cancer associated polynucleotide 
5 sequence disclosed in the sequence listing (as SEQ ID Nos:l to 940) and/or contained in a 
human cDNA clone described in Tables 1, 2 and 5 and deposited with the American Type 
Culture Collection ("ATCC"). Fragments, variant, and derivatives of these nucleic acid 
molecules are also encompassed by the invention. The present invention also includes 
isolated nucleic acid molecules comprising, or alternatively consisting of, a 

10 polynucleotide encoding a prostate or prostate cancer polypeptide. The present invention 
further includes prostate and/or prostate cancer polypeptides encoded by these 
polynucleotides. Further provided for are amino acid sequences comprising, or 
alternatively consisting of, prostate and/or prostate cancer polypeptides as disclosed in the 
sequence listing (as SEQ ID Nos: 941 to 1880) and/or encoded by a human cDNA clone 

15 described in Tables 1, 2 and 5 and deposited with the ATCC. Antibodies that bind these 
polypeptides are also encompassed by the invention. Polypeptide fragments, variants, and 
derivatives of these amino acid sequences are also encompassed by the invention, as are 
polynucleotides encoding these polypeptides and antibodies that bind these polypeptides. 
Also provided are diagnostic methods for diagnosing and treating, preventing, and/or 

20 prognosing disorders related to the prostate, including prostate cancer, and therapeutic 
methods for treating such disorders. The invention further relates to screening methods 
for identifying agonists and antagonists of prostate cancer antigens of the invention. 

Detailed Description 

25 

Tables 

Table 1 summarizes some of the prostate cancer antigens encompassed by the 
invention (including contig sequences (SEQ ID NO:X) and the cDNA clone related to 
the contig sequence) and further summarizes certain characteristics of the prostate cancer 
30 polynucleotides and the polypeptides encoded thereby. The first column shows the "SEQ 
ID NO:" for each of the 940 prostate cancer antigen polynucleotide sequences of the 
invention. The second column provides a unique "Sequence/Contig ID" identification for 
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each prostate and/or prostate cancer associated sequence. The third column, "Gene 
Name/' and the fourth column, "Overlap/ 1 provide a putative identification of the gene 
based on the sequence similarity of its translation product to an amino acid sequence 
found in a publicly accessible gene database and the database accession no. for the 
5 database sequence having similarity, respectively. The fifth and sixth columns provide 
the location (nucleotide position nos. within the contig), "Start" and "End", in the 
polynucleotide sequence "SEQ ID NO:X" that delineate the preferred ORF shown in the 
sequence listing as SEQ ID NO:Y. The seventh and eighth columns provide the "% 
Identity" (percent identity) and "% Similarity" (percent similarity), respectively, observed 

10 between the aligned sequence segments of the translation product of SEQ ID NO:X and 
the database sequence. The ninth column provides a unique "Clone ID" for a cDNA clone 
related to each contig sequence. 

Table 2 summarizes ATCC Deposits, Deposit dates, and ATCC designation 
numbers of deposits made with the ATCC in connection with the present application. 

15 Table 3 indicates public ESTs, of which at least one, two, three, four, five, ten, 

fifteen or more of any one or more of these public EST sequences are optionally excluded 
from certain embodiments of the invention. 

Table 4 lists residues comprising antigenic epitopes of antigenic epitope-bearing 
fragments present in most of the prostate or prostate cancer associated polynucleotides 

20 described in Table 1 as predicted by the inventors using the algorithm of Jameson and 
Wolf, (1988) Comp. Appl. Biosci. 4:181-186. The Jameson- Wolf antigenic analysis was 
performed using the computer program PROTEAN (Version 3.11 for the Power 
Macintosh, DNASTAR, Inc., 1228 South Park Street Madison, WI). Prostate and prostate 
cancer associated polypeptides (e.g., SEQ ID NO:Y, polypeptides encoded by SEQ ID 

25 NO:X, or polypeptides encoded by the cDNA in the referenced cDNA clone) may possess 
one or more antigenic epitopes comprising residues described in Table 4. It will be 
appreciated that depending on the analytical criteria used to predict antigenic 
determinants, the exact address of the determinant may vary slightly. The residues and 
locations shown in column two of Table 4 correspond to the amino acid sequences for 

30 most prostate and prostate cancer associated polypeptide sequence shown in the Sequence 
Listing. 

Table 5 shows the cDNA libraries sequenced, and ATCC designation numbers 
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and vector information relating to these cDNA libraries. 



Definitions 

5 The following definitions are provided to facilitate understanding of certain terms 

used throughout this specification. 

In the present invention, "isolated" refers to material removed from its original 
environment (e.g., the natural environment if it is naturally occurring), and thus is altered 
"by the hand of man" from its natural state. For example, an isolated polynucleotide 

10 could be part of a vector or a composition of matter, or could be contained within a cell, 
and still be "isolated" because that vector, composition of matter, or particular cell is not 
the original environment of the polynucleotide. The term "isolated" does not refer to 
genomic or cDNA libraries, whole cell total or mRNA preparations, genomic DNA 
preparations (including those separated by electrophoresis and transferred onto blots), 

15 sheared whole cell genomic DNA preparations or other compositions where the art 
demonstrates no distinguishing features of the polynucleotide/sequences of the present 
invention. 

As used herein, a "polynucleotide" refers to a molecule having a nucleic acid 
sequence contained in SEQ ID NO:X (as described in column 1 of Table 1) or the related 

20 cDNA clone (as described in column 9 of Table 1 and contained within a library 
deposited with the ATCC). For example, the polynucleotide can contain the nucleotide 
sequence of the full length cDNA sequence, including the 5' and 3' untranslated 
sequences, the coding region, as well as fragments, epitopes, domains, and variants of the 
nucleic acid sequence. Moreover, as used herein, a "polypeptide" refers to a molecule 

25 having an amino acid sequence encoded by a polynucleotide of the invention as broadly 
defined (obviously excluding poly-Phenylalanine or poly-Lysine peptide sequences which 
result from translation of a polyA tail of a sequence corresponding to a cDNA). 

In the present invention, "SEQ ID NO:X n was often generated by overlapping 
sequences contained in multiple clones (contig analysis). A representative clone 

30 containing all or most of the sequence for SEQ ID NO:X is deposited at Human Genome 
Sciences, Inc. (HGS) in a catalogued and archived library. As shown in column 9 of 
Table 1, each clone is identified by a cDNA Clone ID. Each Clone ID is unique to an 
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individual clone and the Clone ID is all the information needed to retrieve a given clone 
from the HGS library. In addition to the individual cDNA clone deposits, most of the 
cDNA libraries from which the clones were derived were deposited at the American Type 
Culture Collection (hereinafter "ATCC"). Table 5 provides a list of the deposited cDNA 
5 libraries. One can use the Clone ID to determine the library source by reference to Tables 
2 and 5. Table 5 lists the deposited cDNA libraries by name and links each library to an 
ATCC Deposit. Library names contain four characters, for example, "HTWE." The name 
of a cDNA clone ("Clone ID") isolated from that library begins with the same four 
characters, for example "HTWEP07". As mentioned below, Table 1 correlates the Clone 

10 ID names with SEQ ID NOs. Thus, starting with a SEQ ID NO, one can use Tables 1, 2 
and 5 to determine the corresponding Clone ID, from which library it came and in which 
ATCC deposit the library is contained. Furthermore, it is possible to retrieve a given 
cDNA clone from the source library by techniques known in the art and described 
elsewhere herein. The ATCC is located at 10801 University Boulevard, Manassas, 

15 Virginia 201 10-2209, USA. The ATCC deposits were made persuant to the terms of the 
Budapest Treaty on the international recognition of the deposit of microorganisms for the 
purposes of patent procedure. 

A "polynucleotide" of the present invention also includes those polynucleotides 
capable of hybridizing, under stringent hybridization conditions, to sequences contained 

20 in SEQ ID NO:X, or the complement thereof (e.g., the complement of any one, two, 
three, four, or more of the polynucleotide fragments described herein), and/or sequences 
contained in the related cDNA clone within a library deposited with the ATCC. 
"Stringent hybridization conditions" refers to an overnight incubation at 42 degree C in a 
solution comprising 50% formamide, 5x SSC (750 mM NaCl, 75 mM trisodium citrate), 

25 50 mM sodium phosphate (pH 7.6), 5x Denhardt's solution, 10% dextran sulfate, and 20 
Hg/ml denatured, sheared salmon sperm DNA, followed by washing the filters in 0.1 x 
SSC at about 65 degree C. 

Also included within "polynucleotides" of the present invention are nucleic acid 
molecules that hybridize to the polynucleotides of the present invention at lower 

30 stringency hybridization conditions. Changes in the stringency of hybridization and 
signal detection are primarily accomplished through the manipulation of formamide 
concentration (lower percentages of formamide result in lowered stringency); salt 
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conditions, or temperature. For example, lower stringency conditions include an 
overnight incubation at 37 degree C in a solution comprising 6X SSPE (20X SSPE = 3M 
NaCl; 0.2M NaH.PO*; 0.02M EDTA, pH 7.4), 0.5% SDS, 30% formamide, 100 ug/ml 
salmon sperm blocking DNA: followed by washes at 50 degree C with iXSSPE, 0.1% 
5 SDS. In addition, to achieve even lower stringency, washes performed following 
stringent hybridization can be done at higher salt concentrations (e.g. 5X SSC). 

Note that variations in the above conditions may be accomplished through the 
inclusion and/or substitution of alternate blocking reagents used to suppress background 
in hybridization experiments. Typical blocking reagents include Denhardt's reagent, 
10 BLOTTO, heparin, denatured salmon sperm DMA, and commercially available 
proprietary formulations. The inclusion of specific blocking reagents may require 
modification of the hybridization conditions described above, due to problems with 
compatibility. 

Of course, a polynucleotide which hybridizes only to polyA+ sequences (such as 

15 any 3 f terminal polyA+ tract of a cDNA shown in the sequence listing), or to a 
complementary stretch of T (or U) residues, would not be included in the definition of 
"polynucleotide," since such a polynucleotide would hybridize to any nucleic acid 
molecule containing a poly (A) stretch or the complement thereof (e.g., practically any 
double-stranded cDNA clone generated using oligo dT as a primer). 

20 The polynucleotides of the present invention can be composed of any 

polyribonucleotide or polydeoxribonucleotide, which may be unmodified RNA or DNA 
or modified RNA or DNA. For example, polynucleotides can be composed of single- and 
double-stranded DNA, DNA that is a mixture of single- and double-stranded regions, 
single- and double-stranded RNA, and RNA that is mixture of single- and double- 

25 stranded regions, hybrid molecules comprising DNA and RNA that may be single- 
stranded or, more typically, double-stranded or a mixture of single- and double-stranded 
regions. In addition, the polynucleotide can be composed of triple-stranded regions 
comprising RNA or DNA or both RNA and DNA. A polynucleotide may also contain 
one or more modified bases or DNA or RNA backbones modified for stability or for other 

30 reasons. "Modified" bases include, for example, tritylated bases and unusual bases such 
as inosine. A variety of modifications can be made to DNA and RNA; thus, 
"polynucleotide" embraces chemically, enzymatically, or metabolically modified forms. 
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In specific embodiments, the polynucleotides of the invention are at least 15, at 
least 30, at least 50 t at least 100, at least 125, at least 500, or at least 1000 continuous 
nucleotides but are less than or equal to 300 kb. 200 kb, 100 fc kb, 50 kb, 15 kb, 10 kb, 
7.5kb, 5 kb, 2.5 kb, 2.0 kb, or 1 kb, in length. In a further embodiment, polynucleotides 
5 of the invention comprise a portion of the coding sequences, as disclosed herein, but do 
not comprise all or a portion of any intron. In another embodiment, the polynucleotides 
comprising coding sequences do not contain coding sequences of a genomic flanking 
gene (i.e., 5' or 3* to the gene of interest in the genome). In other embodiments, the 
polynucleotides of the invention do not contain the coding sequence of more than 1000, 

10 500, 250, 100 ? 50, 25, 20, 15, 10, 5, 4, 3, 2, or 1 genomic flanking gene(s). 

"SEQ ID NO:X" refers to a prostate cancer antigen polynucleotide sequence 
described in Table 1. SEQ ID NO.X is identified by an integer specified in column. 1 of 
Table 1. The polypeptide sequence SEQ ID NO:Y is a translated open reading frame 
(ORF) encoded by polynucleotide SEQ ID NO:X. There are 940 prostate cancer antigen 

15 polynucleotide sequences described in Table 1 and shown in the sequence listing (SEQ 
ID NO:l through SEQ ID NO:940). Likewise there are 940 polypeptide sequences shown 
in the sequence listing, one polypeptide sequence for each of the polynucleotide 
sequences (SEQ ID NO:941 through SEQ ID NO: 1 880). The polynucleotide sequences 
are shown in the sequence listing immediately followed by all of the polypeptide 

20 sequences. Thus, a polypeptide sequence corresponding to polynucleotide sequence SEQ 
ID NO:l is the first polypeptide sequence shown in the sequence listing. The second 
polypeptide sequence corresponds to the polynucleotide sequence shown as SEQ ID 
NO:2, and so on. In otherwords, since there are 940 polynucleotide sequences, for any 
polynucleotide sequence SEQ ID NO:X, a corresponding polypeptide SEQ ID NO:Y can 

25 be determined by the formula X + 940 = Y. In addition, any of the unique 
"Sequence/Contig ID" defined in column 2 of Table 1, can be linked to the corresponding 
polypeptide SEQ ID NO:Y by reference to Table 4. 

The polypeptides of the present invention can be composed of amino acids joined 
to each other by peptide bonds or modified peptide bonds, i.e., peptide isosteres, and may 

30 contain amino acids other than the 20 gene-encoded amino acids. The polypeptides may 
be modified by either natural processes, such as posttranslational processing, or by 
chemical modification techniques which are well known in the art. Such modifications 
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are well described in basic texts and in more detailed monographs, as well as in a 
voluminous research literature. Modifications can occur anywhere in a polypeptide, 
including the peptide backbone, the amino acid side-chains and the amino or carboxyl 
termini. It will be appreciated that the same type of modification may be present in the 
5 same or varying degrees at several sites in a given polypeptide. Also, a given polypeptide 
may contain many types of modifications. Polypeptides may be branched, for example, 
as a result of ubiquitination, and they may be cyclic, with or without branching. Cyclic, 
branched, and branched cyclic polypeptides may result from posttranslation natural 
processes or may be made by synthetic methods. Modifications include acetylation, 

10 acylation, ADP-ribosylation, amidation, covalent attachment of flavin, covalent 
attachment of a heme moiety, covalent attachment of a nucleotide or nucleotide 
derivative, covalent attachment of a lipid or lipid derivative, covalent attachment of 
phosphotidylinositol, cross-linking, cyclization. disulfide bond formation, demethylation, 
formation of covalent cross-links, formation of cysteine, formation of pyroglutamate, 

15 formylation, gamma-carboxylation, glycosylation, GPI anchor formation, hydroxylation, 
iodination, methylation, myristoylation, oxidation, pegylation, proteolytic processing, 
phosphorylation, prenylation, racemization, selenoylation, sulfation, transfer-RNA 
mediated addition of amino acids to proteins such as arginylation, and ubiquitination. 
(See, for instance, PROTEINS - STRUCTURE AND MOLECULAR PROPERTIES, 2nd 

20 Ed., T. E. Creighton, W. H. Freeman and Company, New York (1993); 
PO STTRAN SL ATION AL COVALENT MODIFICATION OF PROTEINS, B. C. 
Johnson, Ed., Academic Press, New York, pgs. 1-12 (1983); Seifter et al., Meth Enzymol 
182:626-646 (1990); Rattan et aL, Ann NY Acad Sci 663:48-62 (1992).) 

The prostate and prostate cancer polypeptides of the invention can be prepared in 

25 any suitable manner. Such polypeptides include isolated naturally occurring 
polypeptides, recombinantly produced polypeptides, synthetically produced polypeptides, 
or polypeptides produced by a combination of these methods. Means for preparing such 
polypeptides are well understood in the art. 

The polypeptides may be in the form of the secreted protein, including the mature 

30 form, or may be a part of a larger protein, such as a fusion protein (see below). It is often 
advantageous to include an additional amino acid sequence which contains secretory or 
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leader sequences, pro-sequences, sequences which aid in purification, such as multiple 
histidine residues, or an additional sequence for stability during recombinant production. 

The prostate and prostate cancer polypeptides of the present invention are 
preferably provided in an isolated form, and preferably are substantially purified. A 

5 recombinantly produced version of a polypeptide, including the secreted polypeptide, can 
be substantially purified using techniques described herein or otherwise known in the art, 
such as, for example, by the one-step method described in Smith and Johnson, Gene 
67:31-40 (1988). Polypeptides of the invention also can be purified from natural, 
synthetic or recombinant sources using techniques described herein or otherwise known 

10 in the art, such as, for example, antibodies of the invention raised against the polypeptides 
of the present invention in methods which are well known in the art. 

By a polypeptide demonstrating a "functional activity" is meant, a polypeptide 
capable of displaying one or more known functional activities associated with a full- 
length (complete) protein of the invention. Such functional activities include, but are not 

15 limited to, biological activity, antigenicity [ability to bind (or compete with a polypeptide 
for binding) to an anti-polypeptide antibody], immunogenicity (ability to generate 
antibody which binds to a specific polypeptide of the invention), ability to form 
multimers with polypeptides of the invention, and ability to bind to a receptor or ligand 
for a polypeptide. 

20 "A polypeptide having functional activity" refers to polypeptides exhibiting 

activity similar, but not necessarily identical to, an activity of a polypeptide of the present 
invention, including mature forms, as measured in a particular assay, such as, for 
example, a biological assay, with or without dose dependency. In the case where dose 
dependency does exist, it need not be identical to that of the polypeptide, but rather 

25 substantially similar to the dose-dependence in a given activity as compared to the 
polypeptide of the present invention (i.e., the candidate polypeptide will exhibit greater 
activity or not more than about 25-fold less and, preferably, not more than about tenfold 
less activity, and most preferably, not more than about three-fold less activity relative to 
the polypeptide of the present invention). 

30 The functional activity of the prostate cancer antigen polypeptides, and fragments, 

variants derivatives, and analogs thereof, can be assayed by various methods. 
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For example, in one embodiment where one is assaying for the ability to bind or 
compete with full-length polypeptide of the present invention for binding to an antibody 
to the ftili length polypeptide antibody, various immunoassays known in the art can be 
usied, including but not limited to, competitive and non-competitive assay systems using 

5 techniques such as radioimmunoassays, ELISA (enzyme linked immunosorbent assay), 
"sandwich" immunoassays, immunoradiometric assays, gel diffusion precipitation 
reactions, immunodiffusion assays, in situ immunoassays (using colloidal gold, enzyme 
or radioisotope labels, for example), western blots, precipitation reactions, agglutination 
assays (e.g., gel agglutination assays, hemagglutination assays), complement fixation 

10 assays, immunofluorescence assays, protein A assays, and immunoelectrophoresis assays, 
etc. In one embodiment, antibody binding is detected by detecting a label on the primary 
antibody. In another embodiment, the primary antibody is detected by detecting binding 
of a secondary antibody or reagent to the primary antibody. In a further embodiment, the 
secondary antibody is labeled. Many means are known in the art for detecting binding in 

15 an immunoassay and are within the scope of the present invention. 

In another embodiment, where a ligand is identified, or the ability of a polypeptide 
fragment, variant or derivative of the invention to multimerize is being evaluated, binding 
can be assayed, e.g., by means well-known in the art, such as, for example, reducing and 
non-reducing gel chromatography, protein affinity chromatography, and affinity blotting. 

20 See generally, Phizicky, E., et ah, Microbiol. Rev. 59:94-123 (1995). In another 
embodiment, physiological correlates polypeptide of the present invention binding to its 
substrates (signal transduction) can be assayed. 

In addition, assays described herein (see Examples) and otherwise known in the 
art may routinely be applied to measure the ability of polypeptides of the present 

25 invention and fragments, variants derivatives and analogs thereof to elicit polypeptide 
related biological activity (either in vitro or in vivo). Other methods will be known to the 
skilled artisan and are within the scope of the invention. 

30 Prostate and Prostate Cancer Associated Polynucleotides and P olypeptides of the 
Invention 
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It has been discovered herein that the polynucleotides described in Table 1 are 
expressed at significantly enhanced levels in human prostate and/or prostate cancer 
tissues. Accordingly, such polynucleotides, polypeptides encoded by such 
polynucleotides, and antibodies specific for such polypeptides find use in the prediction, 
5 diagnosis, prevention and treatment of prostate related disorders, including prostate 
cancer as more fully described below. 

Table 1 summarizes some of the polynucleotides encompassed by the invention 
(including contig sequences (SEQ ID NO:X) and the related cDNA clones) and further 
summarizes certain characteristics of these prostate and/or prostate cancer associated 
10 polynucleotides and the polypeptides encoded thereby. 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



13 



2 .X 



o 



S = z 



"T r-i >C "3* 
~J C> »o 

r- > < a- 



3 

•v s 



30 £ 

— -i. ro 

£ 2: £ 



oo 

£ 

5i 



o 



x* r 

5 s £ 



vO 
O 



On 



o 
o 



oo 



c 



g o* o r- 
2 \C n n 



- « s 



uo 

m 3 



3 

O 2 
X CO 



00 r- 
do m 
— rM 



ro 

rJ - 



CL 



> 



oc 



o = 



SO 

NO 

§ 

CM 

9 

CL 



VO 
<*o 



o 

o 
m 



0) 

£ 

c 
O 



si) 
c 



cl 



o 
5 



o 

VTi 

m 

?! m 

< ^ 



UJ 

E< 
•i ^ 

It 

i fc 
u O 

s s 
sg 

« £ " 

3 a = 
e v) u 
a. a -J 



NO 
« 

m o 

f-l o 

w> — 

ro "O 

m :=r , — ■ 

A a. 
i— » an «2 
C A G 

w E 
9. c 5 

C3 J) » 

2 « " 

o o 5 
2 Eg 

jo x °- 
U3 c tjj 

< - < 



=L < 







0 


[Homo 
yte 


an Lengi 


0 

vO 

0" 




E 




00 •* 
22 S 


• 


0 5 
— p 
r=" 5> 


16 to 
ULK 


O 


curs 


A i= 

_ w 


(AA- 
|TDH 


in pre 


S2 c 

•M E 


preprotein 
>pir|S03841 


Hated prote 


n [Homo sa 
case Gu - h 






otci 
heli 


2 g 


•f~ 




i's- 

CL lO 


§ 1! 


= 2 



w 



< - 
O H 
-J tu 

z < 

vO ^ 

a a 

vo uj 

CL [7j 
to ~ 
A — 



C qd 

II 





VO 




0 


VO 








0 






0 


vO 








o> 




o\ 


<N 




r— 




rn 


O 


r- 








<N 


"T 




00 






r- 


00 


CX> 


00 


0O 




m 




OO 


ro 






rs 


CM 


fN 




vo 


VO 


VO 


r- 


00 


00 


00 


OO 


00 



XTi VO 

oc 00 
00 oc 



01 
00 

CM 

00 



o 



rN ro iA vo 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



14 



< 



< 
CO 



X "2 



5: = 



r- to in 

m CN rN 

V CQ p 

— CO > U 

00 (73 CO 



a c 

co 

2E 



oo 



o 
o 



— cn 
\C 00 



oo 



ON 



so 



o 
o 



00 



o 
on 



un rM 



00 



r^- cn on 

C> On O ro 

TT VO VI 



ON ON 



Ti- 
ro to 
CN 



CN 00 <0 



OO 

oo 



CO 

c-i 



NO 
CN 
O 



o 
i — 
r-- 

NO 
OO 

ON 



CO 

vO 
O 



-T 

CO 



rO 

*oo 



NO 
ON 
OO 
ON 

"ob 



o 

ON 

cn 

CN 

o 



oo 




II 

• i 

a o 

3 »- 



.2 3 

g 0) 

— oo 

3 CO 



IK 5 



o 

.ts *5b 
C A 

3 — 
3 C 

— Q. 
5 CO 



O 
OO 

CO in on 

o w ^ 
OO 4) || 

vo 2 S 

- y cd 
v> .3 c 

w J 

CL O , 
CO Q. — 

E i c 

^ v» -C 

— O O 

3 o - 
S g 
= o ^ 

a £ - 



1 1 » 

E U r 

oo o 

T K C 
ro O CO 

_•= i 

- 04 1 

*0» On "5 

i 

O l 3 

^ .S> a. 

^ Q 



-< 

ax 



u 

UJ 



aS J 



oo 



3£ 

*S 

"T" NO 
rO 

« o 
¥ ex 
i A 

CO c 

O -Q_ 

O co 

© £ 
u- o 
< X 



LU 

GO 
< 

UJ 

CJ 
< 
oe: 

<S 
O <^> 
U || 



oo 

r- 

O 



A 13 

CO 

3 I 

C CM 



H o^ 
uj — : 



w — 
oo r- 
o 
c o 

CO QQ 

5 < 



ro 
v£> 
cr> 
co 
ro 

o 

to ^J" 

S II 



c-> so 

E -J 



ON 
fO 
<N 
00 

00 



^* 

OO 



oo 



oo 
oo 

CN 
00 



o o 

\n uo 

oo oo 

rN CN 

00 oo 



On rN ro 

vo vo r*- 

tS (N (N N 

OO OO 0O 0O 

CN CN CN CN 

OO OO oo oo 



ON CN 
CN CO 
OO oo 



O — CN ro 

<N CN CN CN 



co 

CN CN 



1/23/2006, EAST Version: 



2.0.1.4 



WO 00/55174 



PCTAJS00/05988 



15 



OO r~. 

-a- c: 
> C 



ri 

U 
00 



O 



oo oo 1 

r* — X, © ~ 

^ V ? ^ ^ 

c 5 c ^ £ 

£ v. £ y: 





JO O T 


ri 


vO 


ri (7> C 




< 


O < > 




X 


< u < 


< 




< CQ < 


CO 


■S) 


CO 00 oo 


00 



oo 

ON 



oo 



oc 



0 s 



SO 



o 
o 



CO 



o 
o 



CM O* 



CO 



O so cm m 
oo oo — m X 
— m ri r- r: 



o 
o 



<n m - 
— so — 
t t 



CO 
CO 



sC — 0O 

3 S ^ ? n 



co 



-C 



vo 



vo 
'5b 



o 
oo 



OO 



CO 



g 



SO 
O 



oo 



o 

CM 
CO 
VO 

cm 
i> 

q 

El 
"E 
oo 




q —oo £ > a. 
o b S < W 



00 



55 So ~ rt '-i: A » K U A A v — -J 



□ 



a. 



5 | 

— a. 

Sd ■= 

i| 

co ■ 
=2 V 



II 



"c3 ob 



C3 00 

.2 3 
a a j 2 £ 



O 



, — . CQ 
£ CJ 
a> i— 

'5.2 

0 — 

il 

1 o. Ao 



™ 2 d 

VO c 

© .Si c 

CM Q. <y 

— C3 ~ 

SO oo O 

A o a 



- o £ 5 -2 

75 c c « X — 

c3 5 2 e- — ' << 

c i: p « 

oo oo 5 5 " s ^ 

• £ S * i 3 S 

"8 § oo § & 2 

» -9 < <r> 

1 I mi «k 00 



to 

On O 

m 

oo oo 

CM OJ 
00 CO 



NO 

rr 
CO 
CM 
CO 



cm 
oo 

oo 
cm 
oo 



oo — cm 
oo o O 



-=r -r rr 

oo CO OO 00 oc 

oj r^i r-» CM r-i 

oo oo oo OO OO 



OO 
0 s 

s 

=o 



o © — 

m in iri 

oo oo oo 

n rs ri 

oo oo oo 



try 
oo 

oo 



vo r- 
cm cm 



oo 



on 



O - ri n ^ 
r*^ r*^ 



vo r-* oo 
r**> r*^i ro 



o> 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



16 



3 £ 



a. — » 

c q 



C2 



< 



CO vO 

a o 



> N) £ £ 

^ ~: cl- c- 



< ^ 



pi n t 
O in 

N ^ 
Q C2 - 

£ £ £ 
2_ 



00 



a* 



o 
o 



o 
o 



sO 



OO VO 

so 



n n N O o oo 
v% v*) r- r- 

M rl M N (N M 



Ol iO 

vo 



S «^ 



rl __ 



so 

vO m 



r- 

r ^ 



wo 
Ti- 
en 
so 



q 

a. 

"5 
so 



ON 

m 
vo 

*3> 



5 

OO 
OO 



SO 

oo 



N/ O 
c« * II 

f§i> 
IS- 

■= O < 

fid mttJ 
^ O < 

g A J 

Q 1 1 

< JS < 

Lli CO z 



u 
a: 

a. 

« H 



o 2 

4> — GO 

a. 



c 

o 

ZD 



OO o 

£ E. 

QJ 

A »- — » 



o A 



^ | 8 

° 5 s 
*x ■= 

$ 00 V 

O m ^ 

eg s 

I o c 
u. R ° 

o 5c 



60 
C 

c 

ig 

O a * 

5? 
12. 



CT- VO 

so X 
cm S 
S " 

S a 

U- Q. ro 



OS — 

— <N 

00 00 

OO OO 



fs| m osovor^OsO c>) m 

<N<N r^lmmmm^* t 

vn wr> m »n m (o ^ ^ 

00 00 OO 00 00 OO OO OO 

M M (N M (N N CN N t^^? 

OO OO OO 0O 0O 00 OO OO OO OO 



<tf- so o 
^ 
w-. 

00 OO X 

N N ri 
oo oo oc 



!/"> NO 



O — 



N n -q- 
iri «r> vr, 



1/23/2006, 



EAST 



Version: 2.0.1.4 



WO 00/55174 



PC17US00/05988 



17 



oo r* 
oo »r, 

8 s 3 



> 



r-i 
T 

< 



^ — -rr 'O 

""" , "3" r-i to 

y 3 2u CO 

3: ^ fi£ 



so 



to 

•o 



5 i- 
2 -nT 



CO 



o 



o 
o 



oo 



»o V, 
to \0 



o> 

IT) 



m 
oo 



r i 

o^ 



o ^ 



iO 

m 



oo r- 
to \c 



oo 



O 

o 



o 

CM 



o 

oo ri 



3 

O 



SO 



ON 

OO 



o 

ON 

ro 
m 

cx> 



to 
rM 

oo 



o 



m 
m 



rM 
cm 

s: 

oo 



c 

cjo 



0 o 

1 * 

O to 
— i 

^, a> 
c 2 

.§> S 



> 

, o 

to <d 
C <- 

.*> o 



CO 

c 

0> — 

5. CO 

E 



o 



•5 £ 3) © -5 f- e 



— ox) 2 00 
x 6 s " - 



2- SO 
to 



a « 2 

— to c ^ 

»Jz *2 ^ 2 ^" « 

VO *r 
-J < 



o 

is 



H oo cj o *vj .£ 4> 

« rt 2 F 'J E 

C co C '£P 

^1 W3 tS S 



«> CQ 
u — » P 

c 



•A to 

» VO 

> NC 

o 



C Q QJ ^ 

Ho 3 ||| 

O co •= X ^ = 

»- on — r- , 
o r*» ^5 



^ A 



^ rsi -C L - L i/^ 01) O tV3 m • *— 



2 g -° 



r a i- _j -^l Si — <C T_ C »^ c/3 CL 

b 89 E Z A = H A a A 3 ^ A ^ 



A ^ 



r— i ' ' 

5 • n 

^ cq 2? ox) 

^ .S2 'c S 
a. - ta J 



O 

E 
o 



u 

w 
c 



g Cn| > 



P3 



S 'S w « 

Q.)g O oo — 



o rM 

a ii 



— Q- O 

•£ O < o 

- c J? -i: ^ 

^> u c a 

£ J 5 A 



72 



"5.8 



ZD 



n3 ii 



SX) NO 

= o 

a rM 
°5 



o 



z q: 



o ^ 



o 



Cl 



w II 



Vl OX) 

o . 
X < 
— H 

qj CD 
" 00 



> Q- On U0 _ 



to LTV 

oo oo 
cm r>i 
oo oo 



in 
to 

CO 
00 



o 

NO 

to 
oo 

oo 



vo 
oo 

oo 



to \o r-* oo 

NO VO NO NO 

ir^ to to to 

oo oo oo oo 

PJ (N (M M 

DO OO OO 0O 



ON 
NO 

vo 
oo 

CM 

oo 



o — 

vo to 

oo =c 

oo oc 



to 

CO 
CM 
00 



to 

to 
oo 

CM 
OO 



lO NO 

to to 



io 



00 

to 



ON 

to 



O — CM CO 
NO no no VO 



VO 



VO 
NO 



NO 



0O 

NO 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 PCT/US00/05988 

18 



0 s tr\ 



O » O M £ O m «- 

C" — V) .(2 J Z r» -> — 

^ w O c/) i- <J U '^^ £ O U 

e£ — a: ^ ^ ^ ^ 2£ °£ c£ ~ 

L A. » Q. CL 2_ £U ~ 



© S 



oo 



r- o on o io so — pj n m 

mo m n (N in n so Lj n m 



m oo 
ci O cr> — m 

— CM 



oo 



•3> =a=a ' a * a 80 



„ . CO 

U. c C m II On 1 ^ 

r- — U 3 ~ K < 5 CD X 



7 fl 8 § |2| ^Jid Hi g| 
J I/a-: 2 f 8- o^Sg IS-gs^zS-S^ i -a I ^ < 

^. A c-i O. &* A XC.=-0£C JiAKioXQAft.- J= A J= <J U. 

Ox W> 
m in 
oo oo 

<S fN 
OO oo 



O o — n n v m or- oo ^ O 

>o r— r» r-» r~ t~ r- t— t— r— t~ oo 





oo 


o 




ro 




r- 


© 


<N 


m 






oo 


oo 


oo 


oo 


oo 


o> 


ON 


OS 


<n 








to 


wo 






cr> 


\n 


00 


oc 


OO 


oo 


oo 


oo 


oo 


CO 


00 


oo 


CN 


ri 










<N 


ri 


<N 


<N 


OO 


oc 


oo 


oo 


oo 


oo 


00 


oo 


OO 


OO 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



PS 



19 
- § 



^ r~. — v , 

x ? >- u. r 

< ^ < CO CQ 

^ *v c£ e£ 

HI = E a- e- 



oo 
o 



< CD 



— 5 s n <> 

n »r. <r. (N O p; 

C DO r > ^ 

< < < < &2 

r , r i a. c 



3C 



o 



si 



o 
o 



■a- 



o 
o- 



oo O — m o> 
O CN O rn 
— *r» vo *n oo 



oo 

CO 



O O 
to u-> 
ro vo 



O \D fO IA 
<n ^ — 

- rM 



~ £ S S 

i-sl ~ 



m _ no 



oc 



^ OO NO 5: 



5 



o> -d- 

— VO 

VO VO 

On O 

OO On 



DO CO 



00 
m 
co 

'5b 



00 



c 

=0 



Kb 
c 

-J 




VO 
00 



11 



Q. o H 
%j f „ m r .S 2 



O 

5 i 

c 

00 



.Si 5 
9- « 

II 

£8 

S3 E 

Q. C5 

S 8 

ca Q. 



2 
o. 

00 

00 c 

VO (0 
< 3 

00 • 

00 r- 

VO § 

— c 

"q. * 

A C 
^ 2 

c x> 
E 

8" g 



0 1 

o 

c ■ 



a E 

5 I 

0 "E 
o. 1 
« 3 

e _g 

CO 

rsi 

= £ 

i/j A 



£2 

p c 

00 o 

*eb ~, 
A X 

w a. 



. — » o 

".Si ° 
o a3. 
«j as — 

« o 3 

(A C 2 

g la 

2 A - 

2 -g_ "5 

_g &■ w 

o O- 2 

03 



O 



u — 

cs rs 

u NO 

w o\ 

w5 — 

2 ? 

Cl A 



to 

2 
o. 

Ov 

ov — , 

VN cn 
— C 

■a'S- 

A 



00 

£5 



00 - *n 00 on 

o\ o o o o 

v> VO vO vO vO 

00 0O 00 00 00 

(N CN fN fN (N 

00 00 00 00 00 



VO 
OO 



r- o 

— <N 

vo vo 

00 00 



— rs m «n n v-> 

fN n m n n r; 

vo VO vo vO vo VO 

00 00 00 00 00 00 

ri fS (N (N CN fN 

00 00 00 00 00 00 



r-1 

00 00 



^- m vo 
00 00 00 



00 



00 on 
00 00 



o — 

O ON 



cnj m rr vrv 
On On On 0 s 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



20 



< 



~ m »n 

g * > 

§ y 2 

^ S EZ 



£3 



< 



■o oi o 
^ n 

s 

O CD — 
:r — » 
— c r= 



O <N 

—J t- 

— j —i 

2- Q_ 



_ — © sC 
»^ ro no ro 

5 a m o 



o* 



o 



oo 



o 
o 



oo 



oc n r — 
*o — r- 
— ro vD 



to 



o — oo 

OO to Ol 
— CN ro 



ro O 



>0 to to C 
tt — r4 wo 
n n n n 



o 

CM — 

cn 



ri 
— r-i 
r-i 



ro 

fN 
fN 
io 



CD 

















nO 






3789797 


1189274 


D|el35l7 


3790545 


|30648l 






a. 

1 


'za 


'50 



P 

§•£ 

00 w 

— r- 

°" o ?; 

»a » 
p o a 

< CO 4> 

O A -J 



-2 



5„ 
> S z 

>- lsJ 
< o > 

s E: >• 

_ ro < r 
O O 7 

la? 

x> Q, — 

to ro 
c A§ 

u to rr 

f> "5.— 

lO 

o E l- 



as 0Q 



o 

oo p 

fN On § 

oo 2 

N M I 

On O 1 — 1 
00 On i- 
=-£L S 
00 CD 3 
A A o 
<U 

w w = 
c c °~ 

'o. 'E. 



O. 



S 8? 



< 

!3 



o o 

£ E 

o o — 

x x S 

> > g 

"O T3 m 
'3 '3 OO 

a. o-^r 

8. 

ii 8 S < 3 -5 3 



0> 

CO 

1? 

"5* »- ~ 
2 S g -2 ■§ 



CO 

.5 

CO 

3 
3 

"5 z £ 

o ~r 

— O w 

«2 ON OD 
£ e 
P ro o 

3 a -j 

~ • 
^ »n 



c .= < 

C3 X 

u < s S 



< o 



vo 



A vo p- 5 >- 2 

. .vo n o r & 

C w r c 

S c I fi- S S -S 
O -= z 2 • ^ 




NO 

OO 

rM 
oo 



o> 


<o 


00 


ON 




(N 


to 




o 


ro 


ro 








to 


uo 


to 


UO 


VO 


VO 


vo 


\o 


VO • 


VO 


VO 


O 


vo 


VO 


vO 


vo 


oo 


OO 


OO 


00 


OO 


OO 


oo 


oc 


oo 


oo 


fN 


rM 


CM 


fN 


fN 


rj 


CN 


rJ 


fN 


fN 


oo 


oo 


CO 


CO 


00 


oo 


oo 


oc 


00 


CO 



vo 0O Os o 

vo vo vo r- 

SO vo VO vO 

oo oo oo oc 

fN fN fN CN 

00 oo oo oo 



VO 



OO O 

ON On 



§ 



fN ro -3- 
o o o 



oo o o 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



21 



ro 

Q 

< 



OO so 

Q N 

(J £3 

z: x 



ir> vo 
O 

U < 

V < 

? 5 



a 
u 



o — no 

ro tn 

< m £ 3 

^2 EI c- — 



CO 



av 



oo 
o 



o 
o 



l>n 
o 



CO 



oo 

vo vo 
rs vo 



oo cN 
co vO 



1^ 1^ O vC 
vO — CN OO 

— so ro oo 



ro 

— cn 



ro ro ^ CN 



SO 
o 

o 

VO 



9 

"5 

CO 



o> 

VO 

vn 
r*- 

'oo 



<N 
ro 
cn 
vo 

"5b 



o 
o 

on 



vO 




~ a 



™ i 

_ o 

co -p 
<N *— 

r- e 

— 3 

— -O 

*ob w 
A ca 
E 

.5 i 

CO fr 

£1 

CO 

oo 

0u C 

< =5 
2 E 



5 O 
so — 

§4 



CO 
2- 

c n 

oo .2 £ 
§ a. vo 

- c n 
m A n 
o i ^ 
so r.vo 

n 

G_ ,— co 
A -O A 



c 5 ^ 

2 w 



<D 
-J 

CD 
< 
< 

a 



" > Z> ~ 



On q> 



oo 



11=1 

egg:" 

jd n H 

3 t d 
t/> vr> sO < 

a> c/5 ^ 
S o5b.w 
c co a. [ri 

•is a ^ 



- P 
Z o 

— ) — • o 

CO 2 

II 



* .E 



vo 



Q A -= a. 



Q. 00 

< s 

vo * 

m £: 

sO Os 

5b oo 



w A — 



o t— 
5 uj 

uo cn 

— J= 

o co 

vo — 
en — m 

— A 
VO 

o 

< «z 



Z) 



5 



r4 
oo 



CN to 

r- 
vo vo 
oo oo 

CN CS 
00 oo 



oo 

VO VO 

OO 00 

CN CN 

OO 00 



o* o 

r- oo 

vO VO 

oo oo 

CM CN 

00 00 



— CN CO O 

00 00 00 oc 

vO vo VO sO 

oo oo oo oc 

CN CN CN 

00 00 00 OC 



OO 

VO 

oo 

CN 

oo 



vo 



OO Os O — 

— — (N rj 



c^i 

CN 



1/23/2006, EAST Version: 2,0.1.4 



WO 00/55174 



PCT/US00/05988 



22 



ri 
< 
< 



u 



o 



C4 

5 



Cn m 
> < 



o 
o 



o 



-3- 
oo 



cn 

CN 

cn 



o 

§ 



nO 
CN 



OO 

<n 



oo 

cn 



o^ 

Si 

o 
oo 



£1) 



o 
o 

o 

OO 



00 



on 
oo 



q 

a. 

oo 



cn 



a 

1 



> < 

.£ u =_ r; 
*> 2- — ^? 

« 2 *^ N 



X 

o . 

< E 

< 2 



r- 
<n 
O 

o 



UJ 

«* » \ji rrj ' , — . 4> _C ^* 

£ %-< ~z.tu « S - | 



7) rft ^ 
—m r 4 



»£ a' E ^ 



2 -J 

ZQX< 

P -L X 
t JO 



O 

C On T3 
§ OO C 



CM* U3 



o 



8- 



SO 

oo 
VO 

Z z ^ 21 



a 
< 

2 oo 



« § CU VO 

oo p^. c_ o 
II 



-J 



* c - 



Q -5 




CO 
00 
VO 
oo 

CN 

oo 



OS 
oo 
VO 
oo 

ss 



ON 

VO 
oo 

s 



ON 

vO 
oo 

fN 
OO 



OS ON 

NO NO 

OO CO 

CN CN 

OO oo 



CN 



CN 



NO 

CN 



r» oo 

fN CN 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



23 



PCT/US00/05988 



oc ri 
Q < 



2 5 



— ci vc r- e -?t — 
* n - n (N n T 
£ N D > > 00 -J 
<<<<<<< 
EI — — — — — 



30 



vn 



O 



oo 



oc 



ci 



oo o 



oo 
oo 



o n c> o 5 o S 
2? 5 O J; 3 £ O 



oo 

«n 



in 

oo r4 



M jy, t 

rl - ? 2 § [: § 



o 

O 



\o 
o 
o 



so 



m 
oc 
oo 
m 



31 



< 



Z 



^ !£, t w - J ^ ~ 

M O J. tu o cu LU 

o ^ O w w 

Ia^<X<< 



o — 

V U UJ 



j= 3 S3 & w c/5 to 

42 > ^ < z < < 
« C z 2 a£ fli 

" "Sg-go-" 



> s c - 



2 2 



o o 
c a> 

E. *» — 

» s "a « 

■g< i| 

c oo c p 

£ »n J}) o 

it: < ■S J c= 

" A g « 



O a> -ST 2 « 



c0 C -D 

5 .£ E 
p a. o 

03 ^ 



■♦— • 
C3 
"to 
O 
i— 

CL 



"a is 
vo • - 

i-s 

to 

ai ^ 
IT | E 

c« 5^ CO 



8b .£ 



I E" r I « | 2; 16 

2. 2 2 S -f = S- ^ 



£ = 

ail 

t3 oo -o 
T3 n £ 

O VO O 
oo c 

g o 3- 
&o 2 

ifll 

.=r A to 



0> CN 

a\ o 

so r- 

00 00 

CN CN 

00 00 



o o 
oo oo 
OO oo 



o 
oo 
oo 



oo - m n ^ m oo 

o 

t— r- 

00 oo oo oo oo oo oo 

m n n n cm n <n 

oo oo oo oo oo oo oo 



CM 



O ~ 



oi m 



m vo oo on O — 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCTYUS00/05988 



24 



_} 

< 



O 
< 



C/3 

< 



oe 



< 



— o 

oo m 

< < 

2L. C- 



oc 



oo 



CO 



o 



o 



m 
•n 
ri 



oo 



m 



oo 

00 



in 



O vo 



in 



o* 

o 

m 



NO 



ZD 



I — 
OO 



m 
m 

v 

a 




< 5 £ 

CD < 21 

UJ U < 



m 
rM 
r- 
oo 
cn 
oo 



<N 

r- 
oo 
rN 

00 



oo 
oo 

S3 



oo 

CN 

oo 



CM 

m 
r- 
oo 

CN 
00 



m m 

oo oo 

fN CM 

OO oo 



vO 



1/23/2006, EAST 



Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



25 

— sc -> — O — oo n „ - n M - ~ t o> 

'EZHI^EIcZ £r E= £b 9: — = == = = ^ = £ 



in 



o 

c 



r i r- -=r v> r vo g? £ vo m <> O £ £ C4 £ 

5 £ C= P 2 O 22 ^ § = ^ P! § S 5 B S 



^ r- oc 



^- 71 m — , 

— 3 cn cm m -3- g cm cN oi m m ^ m ^ ri ^ 



o o 

tr\ CM 
CM r-i CM 



CM 

3 



¥§ -g 1 bps 



o£ f*! O tu 2 11 c 



^ Ul 
£ c Q ^ H - 



J£ i<S£ |= si- -2 - 

E,= 2o*o St: °-=>< ><> 

S -— 3 -> U — jlj ro t — r~; w c« 

•is^s'** 3 § i "8 I 8 Ia B s 

3g£|g2i§^^o if i 

f <~£=!2.^0< 2.5 I _ 1 E 1 .5 



CO A n A * O — Jo A * co c/> J- 



o 5 Q *S 

w w C- 

O i 1 O to 



vo o o m ee o> cn m ^ h» — <n u^vor^ooo 

n n -5- rf tt m m ^ m vo \0 ^) vo v© \c vo r- 

r — f*- I"*- i — i — f- i — i — I — i — r-~ [ — i — r-^ i 

CO cc oo oo oo oo oo OO oo oo oo oo oo oo oo oc GO OG 

M CJ M S N CN CM M fN (N (N (N M M (N M (N N 

oo OC oc oo oo oo oo oo oo oc oo OO 00 OO CO CO OO CO 



on o — CM m m o h oo On o — cm co -3- O 

t iTi »n »n *r> to m in w \o vo vo ^ *o v© vo 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCTAJS00/05988 



26 



rs 



St a: £ s: e 



r— 



X — — r— — O — » O — < O — 



rs 



O M OO t ^ - OrrvOm 
-tr O m — n rj n x m 
m ro rs — o* — - rs 



— o ri oo o — 2 on o ri O rs 
rs m cn — *3-oj£^n*/~>rsmO' 
n n m m n — co ^ n n rs n 



o ^ 
o — 



~ rs 11 '_J 



§ - 00 

^ vO no 



— °^ oo I s - n ^, <n 
~ r-> — — VJ — r-i — ~ — 



rs 

o 
o 



§ 



o 

E ^ 

5 CL E- 

I W 7 

— < s 

H 5r z 

22 2 £ 
£ ^ * 

1*8 a 
< Is 



c 

* 2 

o o E 

J) g o o 

' o 

EE.= = 

m c — — 

§ * >= .E 
o « g x 

On 4> — « 

is 

_ rs <L> c 

C Tf L. 

4> r=r_ °- 
"5. Win n 
« A ^tn 

en , — , rS On 
_ m — *o 

I 

O *q. 50 DO 
X ^ A A 

C O £ g £ 
'x E u 4> 5 
J2 .2 "£-'cL*c 

0> X c; a 

J- * C/5 C/5 to 



oo 
rs 
oo 



r-*r-*r**r-r^r^ooooooao 
00 OO OO OO OO 00 00 00 oo oo 

rsrsrsrsrsrsrsrsrsrs 
00 oo oo OO 00 00 oo oo oo t oo 



^•msoooo — rs t oo — rs 

OOOGOOOOOnOOOnOnOnOOO 

oo oo oo oo oo oo oo oo oo oo oo 00 oo 
rsrsrsrsrsrsrsrsrsrsrsrsrs 
oo OO OO OO OO OO 00 00 oo oo 00 oo oo 



00 On O - 

so so 



rs m wo no 



CO c> o - 
r~ oo oo 



oo oo oo oo oo oo oo oo ON 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 PCT/US00/05988 

27 

2 HigR^SSiSSSSS « r 1 5 5 I § 

5 <ou<ca<<<ffl<<< < 2 < < < < S 

^ ^L.L.ijjW^fjcJULJU'- ' J ^ U U O U -j 



CO 



f*i r*-> — r-i — t — m <o »n oo o ^ \o rj <N -3- 



— oo N — T • — tj- vc ir, n M fi^ - 
r*i m m ci c*i t — "^r 



m o o 

O rs O 



rM — 



ON 

, , 00 



1 filial? 

Jill- 

o- ^ pj s: -g. c 5 § 5 o S. o < 

t c > c w £ d S" r- CQ 5 n UJ 

< « 5 & o> o J S rs £ < y < m 

^ s-2 a « o <■ y s y — 

S ? <^ < 0 fi « -? A O 00 g 00 o 

_ < < a.<s ST-o < J= .1. f- wf- U- 

rn ■j'tnr'^O-hPOOHO-ri rr tn <3 o o m «n 

o O o O O — — — — — cncnoi rj m (N rN n n n 

ao ccoooooooococooooocococo 00 00 00 00 00 000c 

so cooeoooooooooooooooooooc 0000000000 000c 

cvj rJ m rs r>J n rs (N (N ri rJ M n £! £J G G £f Ei 

CO cocooooooococococooooooc 0000000000 000c 



nn^^^OhooONO — N n rr ^ O 00 00 
qnqnQsC^C^C^OOOOOO OOOOO O — 

— — — — — — — — m n N n n ri m ri cm 



1/23/2006, EAST Version: 



2.0.1.4 



WO 00/55174 



PCT/US00/05988 



28 



o 
< 



m C£ n O o 

O vO - -q- m 

> CO LJ < 

O O «{] i 2 



O <^ 

Nl > 

< < 

CO CO 

O O 



^ tr> TT 

~ tn — 

2 UJ ^ 

cn < S 

TT X ~ 



SO 



so 



CO 
CO 



o 
o 



CO 

SO 



vO ri r n I 



CN 



n SO 



[2 — 
o> n 

2 ON SO 



so n 
m so 



5 



o 

SO 



O 
CO 

o 
o 



so 
o 



ON 

r- 

ON 



oo 

On 



o 

CO 



o 



On 

to 
< 

On 



IO 9 
< I 

•5. « 

> i 

03 ^ 



< 



_ tNj <£ 

| So 
?^ro q 

_ — CO OJ 

El a. h 
55 *-g U oc 



52 *- 

2 5 



o o A 



o* 



; s 

w On 



s < 
"Km 

3" £ 

cn cu 
o < 

O to 

SE.S 

12? 
< o 

!T © 
^00 



5§ 



s3 



< a> _ 

'5. 5b <C 
A .£ S 

5 s = 
8 J« 

2'5 2 



2 a 

Q < 

Cu 



Os 



P 
Z 

2 

In o 
o 

£ ... 
o 00 



s 



c 



,1 



&2 



O 7= 



P*~ en 



tt .2 a — 

rf; cl w-v 

i— 1 00 ea c — 



1 3 f Sli^iii 
= J Safe 



o -j "°. § Ei " 3. o " -* u 

> A es. A '■ 



a: 

^ It 



s ^ 

so 
m 



c .2 
•2 8 

0> 



O • 1 - 1 

E ^ « 0 

0 ^} ? *h ^ 



CO 

2 ^ 

— 10 

w — 



1a 



a:5 2? 



o 
o 



^ " =" < — c 



A — 3 o 



u 



U- Q- A 0- 



00 



CO 



o m \o 

q- rr q- T 

00 00 00 CO CO 

CO CO CO 00 00 

M (N (N N N 

00 00 00 00 CO 



o 
in 

CO 
CO 

n 

CO 



cm m 

co 00 

00 CO 

fNj rM 

CO CO 



— so 

m SO v© 

OO CO CO 

00 00 CO 

(N rg 

00 CO CO 



r- 

CO 
CO 

rM 
so 



cn m rr m so 
In is n n w 



co os 



O — <N 
M M (N 

N rs ri 



04 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCTAJSOO/05988 



29 



r i 

-J 

CD 

8 



CN 

(J 
a 



o 



_ o* oo 
m m 

- 'i u 
3 < ^ 

you 

2 o o 



c o 



cn 
oo 



to 



CN 



CN 
O 



o 



cn 



ri 



- O £ 
1^ VO S 

n o S 



cn 



ri 

n 



(S n 



CN 
oo 





oo 




o 


c\ 






■*r 


o 


CN 


o 


00 


m 




m 




CN 













3C 



vo 
m 
o 
o 



ON 
On 

o 



DO 



s 

CM 
II 

JZ 

g 



o 

£ w _ 

o c X 

X 2 ^ 

S3 1 

o -2: 



SO 

c 
-J 

> 

On £ 
"~ CO 

II o 
-a 



o 



n I oo 
> 2 



^5i? so 

X I i O rM 
o O f^- 

■ 00 s 

^ c <n 

-C A A 



S Q ^ 

Q. < rn 
4> OO 

so r- cj 
o — M 

-5 

Q> oo c 

Q cr 
< p-15 

2 A 3 
* 



2 5 



3 b 

•i a 

.2 -a 



w S A 



a> 2 £ = o 

a » e « 

£ "SL c o T 



2 -S 

3 o 

x -e 

CJ co 
Q 8 

oo o 
£ -E e 

if* 

A E w 

■ — , "^L O 

a s § 

T> 35 -3 

a « <u 

G/3 CO O. 



o 

si 

IE 

"O 

" ?n 

15 o. 



o — 



m en oi 
m A 



II 



^ CO 

=• i - 
m i s 



8 "c5 
S.2 

o o 
2 3 

O. ±5 



Q.U3 uJ 
9- a. ^: 



a. 

in 
A 



t) oo 



0 -is 

1 = 

X^ 

a. cu 

X X 
i t 



p- 
oo 
oo 

S3 



00 
00 
Ol 
00 



oo 

00 



oo 
oo 

00 



o* — m 

P^ OO 00 

OO 00 00 

00 00 00 

n CN CM 

00 00 oo 



vo r- 

oo oo 

OO 00 

oo oo 

CM <N 

oo oo 



CN 



vO 



ri 



00 on O 

01 (N n 

N (N N 



— CM 

m m 

CN CN 



1/23/2006, 



EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



30 



< 
c 



oo 

a 
a 
o 
x 



3 ^ =£ £ 

3 r- ^ 

< OO ^> 2£ 

llli 



< < 

z: z 



o* 



o 
o 



o 



oo 



CO 

o* 



o 
o* 
SO 



CI 



O CO 

•3- r- 



O 

o 



rN 
O 



I 

cn 

^ Z 

2 



o 



g 



50 

c 



<N 
ON 

o 

vO 
CO 

r- 



Z 
O 

CD r> 
U- — 

to 

CAT 

z OO 

ill 

lis 

i « o 
8 £S 



to 



£ 22 8 

JC SO £ 

ir A 5 



NO — 

r- £ 
so **** 
P cn 

A ' — ' 

T c 
u. w 

II 
II 

a. — 



.2 

s 

83 — 

EE oo 
S ° 
-9 — 

© CD 

3 

CD OO 



oo 00 
m <• 

rn " - 
=L vO 

VO ON 

oo rs» 

2 o 

"5-3 

A 

a 

.52 

CO A ON 
to — tJ- 

O § ^ 

£ E « 

o - 



X -== 

1 1 c 

a> <l> o 

8 8 -J 

.£ .£ ui 

-* CO 

f— H < 

W C/5 7 

< < = 

U. Cju ^ 



uj 

uj < 

h -i 
u ^ 

< 

oo uj 

I- 

5^ CO 

< s 

2 ^ 



OO 

< 

CL 
< 



jD 

Q 



o 



5 N 
a. 

C3 
V) 

O 
P 

o 



2 

Cl 

CO 



C On 

"5 Ql 

O CM 



' vo 

VO g 

S II 



CL 

X 

o 

tn X) 

5 Q 
'a.< 

0 ° 

1 s 

• — ■ 

CD 00. 
CO 



^ II .2 = * 8 ~ 



O) VO <L> 

c < g 

.£ cl 5 

N A J= 



<N O 

a> — 

a! II 

CO r- 

A - 

C « 

g S 

E -j 

• 00 

-o < 

«> u 

a> X 

u < 

^ Z 

2 01 



.2 Q.F 
t: cd 

to q> 

.£ w> 

a o 

3 5 

• On 



u 



z 
o 

vO « 

S £ 

tn 
o 



'to Ol 
JD O 

■= C»N 

c ^ 
c A 

If 
f J 

— o 

§ M 

m « 

< UJ 



D O 

9 n 

a s 

A x: 

fi 

cj — 

CO UJ 

£ 00 

o < 

'5E 
-5 2 

CO 

izioo 



• _— to 



o o >M 

- jS "o 

co % 
CO. .2 

OO JZ 

FT y 

— UJ 
<N ' 

A CM 



Ov 
00 
00 
OO 
(N 
0O 



On 
00 
OO 

OO 



On r- — TT 

On O — — 

0O On On On 

OO 00 00 oo 

CM Ol (N M 

oo 00 oo oo 



On 

oo 

CN 

oo 



CM 

o* 

CO 

oo 



Cn| 

<N fN 

On O 

OO OO 

fN fN 

OO oo 



fN 



«r> vo oo 
cn rn ro 
fN CN CM fN 



On 

m 

fN 



fN 



— fN 
fN fN 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



31 



^ C ^ 

£2 rl ? 

5 s ^ r 

O H G 5: 



2 
Z 



r j 
r-- 



oo 



90 



NO 



oo 



O ri o S 
fN r-i m 
T >n n I 



CO 



o 2 



- 8 - - 



o 
o 

o rn 

OO Q 



CO 



CO 



< 

m 

rr 
< 



£ So 

•q. ja v© 



o — ' 



Pi « 



g o < 2; « < 
«i vo o -J 5 'c n - * Z 

F^ Q o — — ■= S £ *o 



a. g 
a .E 

in 

g.s 

— m 



§ 

O 

CO 

v© 

o 

ON 



.£ OO UJ > -TT 

WOO {- < E 

w o < ^ o 

c \p ^ ~ 

A J OO Q- 

— •2 V) JL 4= 
O n. ~ 



<D C ^ ^ w-. 
« =0 A ~ m 

5 g. g o 5 K 



'F — « « s, S 



0 ^-£^ E £ A° H 



- < 



«2 II 



3 OO 
P c 

>N —J 

c 

o c 
o g 

00 
c « 
o ct 




m oo o 

N M N n 

7" ff» 

OO 00 oo oo 

fM (N N M 

00 oo oo oo 



m 

O 
OO 

OO 



ON 

oo 
cm 
oo 



o 

o 
oo 

CO 



00 
CO 



n t in vo 
t -!r ^ *=r 

N (S N N 



CM 



CO 

cm 



o 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



so 
o 

2 









32 






ri 


— r- 


r*"> 


ri 


00 


ri — 


LU 
X 




/—i 












2 


2 


2 


2 2 



m 
cm 

2 



_ O 3C 

C O — 
2 2 2 



O 
O 



NO 



o 

00 



oo oc 

OO CO 



o 
o 



vO 
NO 



■3* OO 



ON 



ro m 



n oo t 

vn r*. cm 
no *o 



•o 
oo 



CM 
VO 

CO 



oo 

OO 



00 



cm 
o 
•a- 

CN 
tO 

CM 



VO 

CO 

C?N 

00 

co 



r- 


«n 






CO 




CO 


o 








CO 


§ 




to 












CO 


-o 




CO 


Q 


Q 


vo 


a-_ 






gnl 


I 





o ■ 

sit g _< 

o 

Is 



cm 
o 
cm 



£ 1 c >* Z T .s I' o 
.= £ °- X , °-oc 5 ^ 



X o-^i 2: Z z O ^ < 



u cm .« 

'E CM 




X -2 SI 

LO ' — 

o -P 



O 

o 

=0 

6 v> 

g NO 

CM 
VO 



II 



— CO 

II 

< « 



g 

e« cm «j 

_ 3 Tj" CO 

■7 r: io c 

o !i ca in x 

TsrX c£ O E 

O Zlo o 

— >- 2 < 1 — ' 

c © 2 < "~ s 
^ <2 'o ? ,£ 

■8 § * - i. 

e £ 2 3 E 9 -| 
« oo 2 -e: « a. ? 

o p c c jo 

J- .= 50 » 

■g OO. — T3 -O A g O 

3 *5b Si ?n S 1? * - 
J2 io i2 <-> « 



1^ 



J2 oo 

O Os 



CO 

o 



*5- ' 



II 



3 2 

u 

o 00 ^ 
^ p y ^ 

2 .E <n C/ || 

»- ft oo ~ 

JL £ X on no 
>> rM c 

— rsi a. • 

H oo o vl UJ 
a a O 

— "s9 



3 a no 



T3 



C3 



Qu 5 on 



ON 

oo 

CO 



o 

CO 
CM 

oo 



r- vo 

o o 

oo oo 

oc oo 



oo 

vo vO 

o o 

00 CO 

ri 

oo oo 



o> 

VO 
On 
CO 
CM 
OO 



— mo 

oo 

O On O 
OO 00 00 

cn cn ri 

OO OO CO 



VO 
CM 



CM 
VO 
CM 



♦o m 

CM CM 



VO NO 

VO VO 
CM CM 



VO 
CM 



OO On O 
VO vo \C 
CM CM CM 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCTYUS00/05988 



© 
< 
2 



33 



*r\ oo 

0 ^ 

1 IE 



S g S 

V) 



SO 



> 3 ^* 
03 < < 

2 S2 



I ? 2 $ £ 



2 



— cm 

nil 



^ ir. 

nO rr 



< -J 

Is 

- z: 



oo 
oo 



oc 

DO 



in 
o- 



o 



oc 
oo 



on on 



c 

SO 



oo 



oc 
oo 



00 
CM 



c-i 
o* 



cm 
O 
cm 



oo vo 
oo r~> 



oo © 



IS8 

!2 cn oo 



CM 
CM 



r*- 



m so 
to c* — 



oo 

cm 



c> 



so 



oo 



cm 

CM 

oo 



oo 
oo 

m 

q 

i 



cm 

CM 

cm 



£0 



O 
CM 



SO 
CM 

s. 

oo 
\o 



'3> g 



to 



to 
o 
o 
lo 

*?r 

VO 



8 .a jj 

C3 U « 

O f 3 

E 2 - 
o 5 ■ 

x £ a: 

X) 0 CA) 

a. r- - 

*>< 2 
£>o °- 
:= i-* e 

5 £ ° 

CD'S U £ 
J= A C 



00 
c 



.E P 

«> CO 
O < 



□J 

O 



oo 



C 
si 



II 



2 4 

o-SJJ -J r- 

_ >- UJ vn 

w J c < || 

2? ^ o- oj 

, u ? ,!2 CO j 

>" CO .ti ^ . 

^ CJ) ^= OO J 

£ C eo a. q 

00 45 31 A X 



C.Q 
O CO 

£ 2 
o 9- 

15 



N 



53 



■9 A - n c 



o_ 

2i 

en 

a 

c" 
*« 
E 
o 
-o 

Q 
o 



e i 



P3 

o 



aj oo c 

— S * 

aTS OC 
LJ "I 
o xr.£ _ 

a A s - 



O-NJ 

A 



°- il 
oo ^ 

^ -J 
i 

IP 

to — 



o a: J2 

X tU -D ^ 
=-Q O CD 

NJ g .E 3 



8 

oo 
ri 
oo 



in oo 

oo oo 

o ON 

oo oo 

(N CM 

00 oo 



m 


v> 


o 




G> 


o 


CM 


m 


ON 


o 




SO 


Ov 


ON 


§ 


o 


o 










CM 


CM 


CM 


On 


ON 


o 


o 


o 


o 


o 


o 


o 


© 


© 


OO 


OO 








CN 


o 




ON 


o 


ON 


On 


Ol 




CM 


CM 








CM 


CM 


CM 


CM 


S3 


00 


OO 


OO 


00 


s 


OO 


OO 


00 


oo 


OO 





CM r"N 
so so 
CM CM 



*r% \o r- oo 
so so so SO so 
CM CM CM CM CM 



ON 

so 
CM 



O ■ — (N n 
r- r^- 

CM CM IN CM 



CM 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



34 

R ^ G £ — — an Ox u =2 

^ □ UJ ^j — — — ^JL-IOUU < 



DO 



O ir> 00 



«g» _ — ^^^"^vvft — CO 



co i^. o o J_ 
vo - — pi c - m - n 
el — r ^ Z 



oc 



oo 



«^ s oo 

? s - PS 



l2_ rvi 

■a 8 



5 CO _ on cn 2 

s si 2: s-n .!£ ■= 

8 E M 8 EgS.S o£ioo 6 9 

a a** - ^ - — 1 — — w - 

CO >» 
CO *- 



u~g -5 © E S E uo«-)_<^. — • ^ <t> P 

§ 1- x° i g I ui .§ s •§ £ s 



T3 
C 

15 



O-g so O.^ w A ^ ^ - O J 3 Q f- LlJ ^ Q "I 5 

w^H«bbT^S < B=^<l?cs:<^ 5vo"pg 

^ w u = ~ c^^-tj a> ?3 t=- 2£ £ -J r > h S C Q ^ 

c °S « c J S '^O Hi-^S 1 ^^ 5; g U ^ vg 

= g e e ~ ^ Shn ii,^"^ S £ S = II 

2L£ 8. o E g S 8 T g J _g 0 o o< 6 g 

_c <?-_£= i: < IT £ Mcvo w <a u -5^ 

uAoo«--w2r-Q&AcorrO-«nuAv-'w ^ A w — J 

O — inx-Mr^wc^-n ^ 

rn VTr^«ni^^*n\0\0 VO vo 

© O O OOOOOOOOO £ £? 

On ON oC^OsO^ONO^O^OO^ CTnOn 

S CN fN {N(NfN(NrNM(NMM £1 £J 

00 00 OO 000000000000300000 0000 



so r- 00 00 — m ^ «r> vo r- 92 £ 

S: r- r^Moooooooooooooo 0000 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



35 



OO 

X 

< 
2 



5 



c oc ^n 

u: o cl 

U2 O ^ 
>- > > > 



^2 



< 



in 
1^ 



cm 
< 



00 



oo 



o 
o 



o 
o 



oc 



00 



SO 



o 
o 



vC 



© r- o 
n !j » 



cm m 
oo oo 



*n 

CM 



O 

in 
oo 



cm 
tn 



o 



00 CM 



2 



o 



o 

cm 
in 



o 
*o 
Q 



CM 



O 
OO 

o* 

en 



CM 
O 

so 



so 
in 

m 



o 

OO 

r- 



o 

in 
r- 

o 

OO 

*ob 



o 
p 



_ m _J 
U rr LJ 

uj a, 



57 m i- <D 



CM CM 

2 a£ 

b£.3 



LL) 

a 



i.i 

o ^ 
2»Su 

a N 



g§- 



u 



cm " 
OA O S Z 

^ u 01 ^ < « = " * 



Q jc t 



_ ca § 

00 3 -q. 

£ CO C3 

> s a 5 

A Q- CM 

o -J 0 so 
e <. co i-* 

C3 O 2 II 

o — p -c 
£ — cm o 

0 u 22 5; 

1 ^ 2 J 

— ** JL O 
<L» E Q h- 

2 .2 q- — , 
oj o =" tt 
c o. = cm 

.2 ^ A — CD 



o 
X 



O M II 



' SO 



i • < W = < 

p o- *- 
5. g 

C CM 

O °- 'G O O 



c 












X 




1 


K 


SO 
Ti- 






» 

-J 
t 


SSU 




ll 


piei 


r i 

rn 


C3 




so 




ca 

CO 


5* 


t_T 

O 




53 


0 


r ^ 


C3 


VJ 




-3 


S 



J3 OS O 

' OO 7 

D- os £; 

H Q 



b o> 



o ^3- — 2 2 — -= <^ « 

«a S o o -r — rn 52 

9 S ^ -5 - 

W 2 < CO W TT CM 



. o 

~o.cn o "SO a 



00 CD O- 

•2 < y = » 



i a l O ^ r •- o - S S 2 

as 2 £■ a- .8 § £ S 5 
£ — u ca to — — 



O- S < CM 5 



. <^3 A i« *- n 
0 £ '53 cb 



o „ 
a a. 

A 



SO 
so 

o 

CM 
0O 



00 
vO 
O 
O 
OJ 
00 



cs <ct- 00 
so 

0000 

Oi ri fM CM 

00 00 00 00 



On sn 

r— 00 

0 S 

os o> 

cm rs 

00 oc 



ON 

o 

o> 

CM 
OO 



o 

OO 



o^ 

CM 
OO 



ri n 

On On 
Ol CM CM CM 



CM CM 



Cs 



On 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



36 



OO 

o 



7 ? — m n r*" ^ - f 1 ' ^ 
I s n . n S - n o ^ ^ 



IP. in 

x 2 

o < 

Q a 



oi 



OO 

o* 



oo 
o* 



o^ 
in 



vO oi «/""> m o- O r- — o* oc 



oi 



Ol 



to \o -r — oo 

- — m — oi o -g- — *n f— 



Ol rn 



sO tr, 



oi m 



< 
X 

< 
? 

on 
m 

Ol 



o 
o 

00 



o 



oo 

Ol 



g 

ZD 



> 

2 

LU 

a 

< 



5 

ID II 

<2 



II 

U < c 

as s 



oj 



m 45 
04 ^ 



23 



c £> r- uj 

t/> -rr OJ * — ' 

o -8 g UJ 

sg ? S O 

S £ E ui 

< — w 

■g — n Q S 

2 '5.™ -J £ 

co A — < — 



UJ 



r4 o 



u 
< 



CO O 

to era — 

^ o oo c 2 o 
o — — — a- O u 

^ aSw ^ oo a. < S 

OOeoo^Cr-^-Atf-ll 



£3 o 



^ t 2d "5. ™ < = X 5 



CM 

o 



oi 



co tt o — *n \o 
O O O — 



o — 

oi 



ON On 0 s O^ On 0 s O* O n 0 s O* 
Ol Ol Ol Ol Ol Ol Ol Ol Ol Ol 
00 OO OO 00 OO OO 00 oo oo oo 



vO 

ol m 

ON ON 

Ol Ol 

oo oo 



Ol 



oi m 
O O 



no 
o o 



O- 00 ON o — 

o o o 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



37 

— C O* vO — xC 

OO — OC tn r~. 

— ^ UJ O C C2 22 < 



=2 CJ 



-J -J 



o o z=Z O* r-* 

00 0* ~ 00 0C OC 



o o r-i 5C 

OO O 00 00 00 



On 12 oo coo 3; 

~ m oo — vo oo 



00 



R - 



r- 5 P{ S <N 

<n 2 r* K ^ cn 

r-i £ rg r , 5 o 



CO 



ISfi Iff ? g 111 II lH 

II Hi H ig 

-IgT^. |fs ssl. 7l Ills 

115S.| |g |1| |il IS ills 

5 => =. cn 5 §5? oo° « ~ -.5 - |-5 mm 

wircyfiboOoD o 4) i a t ^.j o Q CD g-N c E 

2l§>Sg^¥g s 8 II § Ie 55 a- 6 i £ 

OO (NOOOn VO fNOr^ On 

ro "^r v> o r*- r»* r*- 

Ox On On On 0 s On O ON 

<vi N (N ri ri £J 

OO 0O00OO 00 oooooo oo 



\o r-oo on o — cn m 

— — — — ri oj cm ri 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



38 



< 5 



oo 

CN 

o 
< 



oc 
r-i 



2 g 

< CO 



< 



ri 
c* 



■5T 



SO 



o 
o 



^ oo 



ON 



oo 
oo 

c> 



CM CM 

m to 

CM 



to 
SO 



oo 

CM 



00 

CM 
0> 



VO 



oo 

o> 

ON 

CM 



NO 

CM 



o 



NO 

o 
r- 



c 

00 



so 



CO 




^.§0 _ £ -a 

^ A CL vo w -O 



z 

I— 

b 

OS 

o c >, Z 

•J * $ 
* i w o 

_S o < _ 
2 7 



-3- 



,C9 



"a 

J I 

5 ' 



o> p S O 

NO ^ — 
OO 

oo 



s! uj 

uj Z 11 

M 2 -S 

£: uj u 

^ ptf -J 

z X ^ 

-E • £ci* 

« D ^ < 2 & 

Q. C CM ^ a. g w 
5 U s uj £T 

o * Z X- 

P O ^ — — UJ 

•« ffi a> £ £ o- ? 
2 2 o F 



_0 A — ro Q. A Q.A W w- 



£ o 

Q. < UJ 

= 2^ 

" Q P X UJ 
c 2 EL I h- 

sz -e uj s 

o 5 5 S 

g - a S3 _) en 
c H ^ § q UJ cb 

^ofcS log 
(2 A ^<££t 



oo 

CM 

oo 



oo 
oo oo 

on on 

CM CM 
OO 00 



o 

ON 



ON 

CM 



ON 

oo 



no r- 

ON On 
OS 

CM CM 

OO oo 



CM 

o 

CM 
ON 
CM 
OO 



m vo 

CM CM 

c*n m 



CM 

rn 



OC 
CJ 



ON o 

cm m 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/USOO/05988 



39 



OO O* 



O SO o 



>n - oe vo c© p ^ ^ 

cn m m rr — rM vo «n — _ 12 _ 



m on rj ^ 

S S ~ P 2 



50 



00 



— 99 2™=° won ot^ A fM << f , 



■g 5 ■ ^ g = < ^ | at ~ </?.-§ - 5 g £! y 



"5 ri 



si |£ iiig S ££fgS 

w t? 3 m a. a> w a. A . O -J u i = U 



n O t m o O <N m m vo r* — <n 

O O — — — — rvi o4 rj n <N n n n f» 

M (N rl N n N M M fN <N <N H D CI fN 

Ov O* G> C> O^OnOnO^ 3 s On 

n r j n oj (N r» <n (N ri m <n n n m rsj 

00 00 oo oo oooooooo oo oo oo oooooo oo 



M n t m or-ooo> o— <n n •? ^ vo 

m m m m ror^r^m tt tr tt ^ ^ 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



40 



o ri 

< 23 ^ 

CD < < 

^ z: 

^ u u 



m 

m O ^ o 

if ^ = si 

< < < < 

^ ^ ^ ^ 



< 



SO 
-J 

< 



00 



00 

in 



oo 



OO T 



t ^ ri n 
OJ O oo S 
n ^ * 



m 



t t n 



Sow-. 



.z _! ^ 



o 



=0 



ON 
in 
oo 
oo 

m 

'5b 



V£3 

o 



o 



m 

CM 




m 
<^ 

tn ^ 
T3 oo Q 

- 2S ^ 

13 e 



*n 



65 ^ » 

r ^ K r 

o oc _ - 

^ oo Z ? 

= 3g j 

> A UJ f- 

S 5-5 

2 a > 

a: .s 5 e 

£ B h b 



a 
< 



E 
E 

O OO 3 

o 

— r- .— _ — 

CO r=r «j U Q. Q. 

A CJQ 3 TD O O 

,— » A P 



0> 



c 



o 6 S 



^ i ^ < 

:~ V3 3 

S o r 

C3 r c/) 



c p .= -t. ^ 

-■2 J 5 o x x 

5 5 r r 'S o o 



a. 

o 



a> £ 2 £ £ ^ -J 



CO *= 



oo 
c 
a> 



.12 M 



X X X o Q* S" 2 — £ 5 | 
^ UJ 



o o o £^_=^=T := B & O 



.52 .2 * 5> oo oo 



.§ 8 



Ocl£-— Is IE 1c a a a a. a U c 



^ c n 

m -r 

(N ri ri 

o* c* 0* 

r*i ri c-\ 

00 00 00 



vo O rn O 

«^ »n m wn 

(N D (N (N 

O C\ Q\ On 

N fM N M 

OO OO OO OO 



SO 

r» 

Cs 
OO 



oo 



oc z> 



o — oj m 
in vn m m 



in 
m 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 PCT/US00/05988 



41 



3C — f-» (--. ^ C"l 

?5 =t *n - A r-i 



= e: 2 ~ k 3 2 a o a * 

5 < < < <*<£<<< 



SO tj- NO O 

oo o ^ 



so £ r- m tt n (S oo m 

o 5! o r- — n — «o — 

Co iA ZIT. uo n ^ m n ri 



<-> rs »r> o ^ _ 



S & o § £ 

rr o -a -a 

oo o 7=r ^ 

— Z- Q Q m 

e "E 

00 



VO - 



£ no 

i« s: P «_ u z 5 I p o 5 

O < < r \ ^ — - £ = Zujl-tjjSa ±15, 

o2" Bi-of 1 " sS = ii feQ^o: u r> <-< 

™3-'S.^ < 5 £ A r ^"5 no -J 3 2 » _ ^rp; §.<n E 

iH&s'ilh^iia'isSisjig 

«¥i*5E3 liie* Isis*si5i!l5s£|g 

Q — 1 _i « o-v-' 



8.1J § t § z = g s£ g rsg p S 9 S ° r £ s « &■ - 

P r-- h oo oo oo oo oo a 

kj oj rM C4 CN (N (N (N (N 

S Ss S S ONOnOOxOnCvON 

S <N <^ N (N N N N fvj (N 

oo oo oo oo oooooooooooooo 



in io sovosovoovovo 

j^-j en r**> n n ro n n 



1/23/2006, 



EAST Version: 2.0.1.4 



WO 00/55174 



PCT7US0O/O5988 



42 



— 
Z < 

< S? 



> 
< 



c*j 00 

i oc 

□ < G 

— ^ — 



T 
< 
< 



oo 
o> 



00 



■LT, 



00 



oo 



vO tf\ 
VO CM 



O 

vC 



O vO m 
rsi — i/-, 
r- oo 



O* 



OO 



o o — 

O O SO 
vO n - 



o 



oo 



oo 



o 
o 

VO 




OO -7- 

( •> 

- » 5 uj 

-3- T ^ w 
ffl n r> rM 
oo 31 UJ 

NO 04 << 

5 U E ? 

A 2 r*» c^o 

, — , « o O 

w) £ n t 

= a. o. X 

o « 5 U 

.£ 7> oo 

3 2 



T3 VO 

m CO 

S ™ 

2? 

O «tf 

S 2 



r- o 

CT TS II 



u fl- 



ea 



o 

E. S 

II 

O Q 

.2 <-> 

m 
= VO 

■is 

"5 ^ 
Cl \o 

4> — 

£ *s. 

C_ A 



CL C 



b 

c < 
-c < 

is, 

o N 
< 



CD 

CO 

< 

X 



VO 

oo 



OX) 
c 



VO l> 

O Ov 

O Ov 

CM OJ 

OO oo 



oo 

ON 

oo 



CM T O 

O O f^l 
r**i 

0 s 0 s 

<N (N M 

GO OO 0O 



00 



to 

Ox 

rsi 
oo 



r- oo 

O VO 



0 s 
VO 



o — 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/USOO/05988 



43 



> 
< 



O — 

u u 

< CD 

< < 



DO 



= N z 
- ^ o 

< < < 



< < 



X 

O 
< 



< < 



do 

00 



O* 00 



DO 
DO 



o 



O 00 



O 



oo so 

ON 



ri o S — <~> 
n r> ^ oo 



oo 

00 



oo 



50 



O 



O^ 
r*4 



O 



OO 



SO 



On 
o 



so 



I = 



3 U- 

2 «J 

o O 

CD "5 



— u 

^ « 

< * 
so "~ 

< o 

■s « 

Q-,« 

A 

c 
o 



1 — 5 



_ — so 
ri- 
ce 

so 



CM 



o c 



■« O > 

O — 



— oo Jz" 



JO 

ca to 



5^ 2^273 



3 :/> 

83 s 



A 4> 





so 
m 

ON 
00 



OS — • 
— 

os o> 

On On 

CN CM 

00 oo 



to 


SO 








m 




oo 








*n 


*r\ 






V*. 


ON 






ON 


ON 


o> 


os 


o» 


OS 


ON 


o 


ON 


ON 


o^ 


ON 


o> 


CM 






fN 


tN 








oo 


oo 


oo 


00 


00 


OO 


oo 


oo 



vo 



0O OS O 

r- oo 



— o4 

00 00 



oo oo 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/USOO/05988 



44 



< << <<<< << 



oc 



r- oc 



o 
o 



o Co »o oomr-fN oo 



oo — n m ^ rl 52 S 



o 

in 
o 



oo 
o 
oo 
o 
o 





m 








<N 








Tf 


oo 


in 


oo 


m 
U 






o> 


m 


v-, 


o 




<N 






m 

'Sb 








pir|C3< 











> 5 ^ s S 

• H =• ^ on a> 

E <« H X — E c -o .£ ciJ 

So p l1 m — g cn O ^ c .Httl .5 « D E ^ 

00 C Jj — m li ti o .!= oo „ E ^5 -S o r-, sq £ t 

o 5o ZZ . a: ^ o *5. == II J3 " < ^« g = 

p-o J ^ 5 ^ a -E ^ -c ouj Si E w w 

Itl=lilt i I! 2 iiMPilii 

J> < ~ - ^ Q S "5. H ^2 „ =1 o E xcoX 

w — ^r — ££iJuo — "jS^^t < ^ oo r- £ 8 E • vo ^ 



o iC g 2 — g £ oo . <l> <i>S^ *c j= i= o u -5 g -r £ ~ «« 

3 A S-OAQStoQxiAi i: J c A I A u A S 

o vo o — *r> vo oo o 

vo vo vo oo oo oo oo o 

c> o as o ^ a> 2^2^ 

o> o> ON on ^ on 5> o> 

oo- oooo ooooocoo oooo 



vo oo o\ o — oi mrr 

oo OO OO OO 0 s cn on on 

m rn m mmmm mm 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



45 



r J 



oo ir> so 



oo r- m r- oo r» <t> 



oo ^ m t «n o-rr q 



oo 

00 



~ I i5 * R § o 

5 B S 5 2 S 



c, 



Q o S 2 



£=. a. 



c 



51 -a: uj:= f— > o = == g 

J J .5 £ < £ £ | T g 7 3 3 ^ ^ - I ¥"5 

^ 5 £ A CD X Z A flu S Z ZASxXcAXCh^SSh 

— r«l 0O Cv O — *0 O 

o> a* o> on o> o oo o 

O C^O^ On cv o oo o 

0\ O O On O oo o 

r^l N fS (N n r-> <~> rn 

OO CO oo oo oo oo oo 0C 00 



ir> sO OO On O 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



46 



PCT/US00/05988 



CI 

VO 



2 

r-i 



- Z) 

ca 



X 



o 
u 

(^1 



VO 
CD 

cc 

u 



00 



o 
o 



o 
o 



o 
o 



2 ^ 



o 

ro 



o 



o 



o> 



oo oo 
oo 



f*v 



O 

o 
oo 



vO 



oi 
r- 
OO 

o 
10 



o 
o 

OO 

ON 

CM 



OO 

o 
o 



SO 



lo 

VO 
O 
O 
UJ 

Cn" 

vD 

o 
o 



ON 

o 
m 

SO 
v© 



£0 



.2 n 



<1> 



|i 
VO LL- 
PS < 

*S> <— 

?f °° 
£ 2 

Cl ^ 
[~VO 

*>•& 

»- A 
c c 

N .Si 
>-s CL 
vO « 

f"» O 

ll 



o .5 



__ IM 
*± r- 

5 ° 

l— NO 
O 
> li- 
CU < 
O w 
"O. VO 

*> s 

— VO 
c <TL 

2 

i— . c 

a s 



o 
oo 
o 

vO 

f— 

o 

o 
oo 
o 

£ J 
of 

Q. - 
w» so 
A — 
, — , rN 

CO 

o 

O fifi 

E Du 
so O 

CL N 



2 

CO 

c • — 
a'5f> 

CJ Q. VO 

r~ — — - 3 

Is* 

o *r> 5 

D-v-> to 

o < ± 

£ tt d 

— A CL 



co O 

2 O as 

5 < H 

x O < 

«U 5! i 

Q.< < 

o ID 

o x CD 



2Q2 



s- e r 



a. — c- 



w v^/ 

§ tLS 
o so 00 

O Z) 
O vo 00 



CL 

o 
u 



3 



£ < 

— h- 
A CD 



vo 
O 

< c> 



II 

uj -J g 
_Q < -J 

g > a: ^ 

p < O 

w s s 

^ a: 52 

a> oo C2 
T3 o g ^ 

"i3 =-I UJ 

15 a Qfi. 



c 

2 to 
E => 



CJ *Q> CD O w 



E 

2 

C 

a> v*\ 
VO 

"Z ii 

.E 0D i 
aj C ^ 



is 



o «? 



f*1 

a i m 
8*2 £ 



U4 _ _ 

Q 0. (A 



•> E ^; 
S ^£ 



c ^. 

o a 

Ov CO 
— A 
m 

to 

00 C 

Q\ CD 

A to 



is 

£•5- 

o ? 
21 £ 

,£b x 

A ±, 
IT C 

O c 
£ ^ 

X CL 

« » 0J 

c c 

-2 -s - i= 



CL 
0> 

C 

2 

CL 

CO 



in 

CM 

r- eg 



S.2 

d> Cl 



— O 

so x 

A 



o 

I 

oo 



o 

rn 
00 



00 O 



o o 

00 00 



O 
oo 



O 



o 
m 
oo 



o 

CO 



o 



vo 

o o 



OO 
O 



o 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



47 

§ I § I § 1 il 

I ' S 3 g £ 5 II 



2 — oi S oo ^ ci 



° _ _ o 

O OO ° 



o 
oo 



r*\ n 

o o ^ 

(N O ^ O 



— — 3 oo ^ 

as o ?S ™ oo 

oo oo □ 9Z ?n 

vO VO ^ O oo 

2 S S 2 S 



oo 


o 




oo 








o 


rM 




m 












CO 




oo 


ri 








m 






oo 
















ro 


oo 

T 


o 


oo 




-o 






a 




m 












'5. oi) 



oh? oh? ^ VL I Eg|«» o, „ £ " 



.E j= £ o _ .= Jc £ a. ^ w '_5 w — 2 < 2! A ^co<* 

2^t«?S^|?S15 .2^ -^o - 7252 

iS 1 ~ u cq o x g u oq o « ^ _ gec^-S E» S®„w 



s«sf.|= i.g|4S.^i s-s ^lli§ 

1/^ vO t* 1 * — t*-i/^0 

O O O — 1^ cn 

o o 00 o o 

00 00 0000 00 00 co 00 



cN m t3- 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



48 



•5f 

oo 
Q 
< 



-CD 
00 



© 
SO 
Nl 
-J 



< 



> 



cm 

2 



O 
O^ 



O 

o 



a- 



o 



oo 

ON 



oo 



P- 

o 



ON 

o 



cm 



SO 



OO 

S 



OO 

CM 



en 



04 



IT) 

*5b 



OO 



oo 



oo 



00 



o 
cm 
^J- 
o 
o^ 

*5b 



s 

o 
o 
oo 



CM 

r- 
o 
o 

*5b 



m 



Z o ± 

5 8 -i 

52 I £ 5 x 

^ E < £ O 11 

a. 5 s °? 2 - 
g\s = 5 j 

a P S s 



oo 
o 

so 



oo 
o 

u 
c 



2 evi 



A > g. s 3 S 

o v " " ~* *"* 



S E - 

oo S-J2 5 <n ^ - 

_ . . I J; o [- !2 m 

— -9 JO h D H S.S oCQ St g »K 
O u a a. ± a- t> w -c A « ;s — 



: o 



A £ a. 3 




oo '5. 

i — — — o o 

•SAAACLiCOo' 1 '' — 



s 



00 

OO 



o 

CM 



O 

ON 
VN 

m 
oo 



vo 



ON 



o 
cm 



(N 



CM 
CM 



CO 
CM 



CM 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



49 



w -T CI 

O & ^ 

fy > — U 

= = =E 



o 
a 

X 



ON ^ 

51 

2- < 



< 



CO 



(N 

£ © r- 

2 >■ £ 

& <-> 



oo 



o 



00 

oo 



CO 

o* 



oo 
o> 



ON 



^ so 
On O 
CN ^ 



O 



ro O 
cn o 



oo ri 



VT> 

r*N 



cn 

oo — 



o 
o 

in 



<N 



o 



CJD 



oo 

On 



OX) 



in 
o 

m 
oo 

o 
r- 

CM 



cn 
o 

9 

CL 



OA 



vn 



CJD 

c 



O — 

E 2 

O OX) 

X 52 



2D 



, — o 

i/) O) w r| 

c o ° • 

O C ^ 

g O OO 

o E *Q 

iE5 



CQ 
00 



CL 



2 A 



c ON C o 

IO C8 to 

ow 5 2 

x: 5 

I s; .2 =- 

O £ - ^ 
Cl. >^ £ On 

C A O O- CN 



s 1 5 i s 

a 2 » I ,£ r- 

f i|i = 
s is §■§ 

OX) On a C 

•q On — O O 
^ rti OX) „ x CL 

c ^ £ " c 
.= cu c j3 c .5 
<d =- a> p a> a> 

Q. A 5 E 8 Q 



oT c 
vn 3 

* x: 



a. 
E 



" < 

E -J 
•? ° 

3 °- 

O CN 

clS 



SO < 

< 5 M 

00 I — 
r ■)' -5 
<N W 

O — F 3 

< u 



v^> -J — er. — 

vO "Cm . O C CO 



a: cn 

—J II 

C /— A> 

.2 J J 

CL > 

X 



c a ? >* 

^ s ^u 

I i Si => 



« m 
E P 

4> ^ O 

e o uj 

cl »o -J 
O ^ U 
^? ^" 3 

_ ^ ^ VO U 5 Z 

g olg u ^3 ^ ^ _§ a- CO 
a. <j oWwi-ACt 



=J ^ = r n r n CL m 

w ID ^ ^ S ^ y 



rn 

oo 
o 
o 

=5 = 



, < p S ii 
- 1 c > O j= 
E *5 u SG 3b 
o < O c 

B 5 iS S 5 

S ooa.h 
.2 £ g-S - 



00 

A 



< 



'JS, NO CN 



On ro f— Z 
^ ° O O 

s ^§,£ P 

onl/ < 
— On q. O {O 

A S j 

o g C 



4> On 

5 ^o 

s 

u o- 

6 A 



mom 
o o r- 
— m 

r*> 

OO 00 oo 



oo 
\o 
r- 

oo 





CnI 




m 


On 




T 




On 




vo 




r- 


oo 


O 


o 


m 


m 






00 


oo 


oo 


oo 



O f*i tr» 
io vO vO 
m r> vo 

o o o 
tj- 

00 oo oo 



in >o 

N M (N 



00 
<N 



On O 
(N m 



CN 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



50 



— io 

a 5 

a: tu 
a. C 



a < 



ro <n 

z: a 

CQ < 

3: £ 



r , »r» *o 

L' vo x 

_j ;u >~ ~ 

cq < < 

n. _J ^ U- 

< £ > £ 



oo 
Q 
CO 

3 



-3- 



o 
o 



oo 



to 



o 
o* 



o 
o 



oo 



m 0* X> — 
— so „ 



2£ 



^ r- — o 

5 3 2 - 



m 



o 



m 
r- 
oo 



2: 
< 
2 



oo 

r- 

so 



tr> 

CN 

»o 

00 

CN 

'5b 



to 

3 



CM 
m 

g 

so 



oo 
oo 



o 

o> 



m 



CL 



A 



IS 

| II 



00 
O 
O 

E 

o 



lo 

>> O 

£ II 
o c 



2 -J -a. 



o-2: 

SO VO 
Q.5I 



O 

c 



o 
E 

cd ° 
T X 
GO 



2 

o < 

J ^ £ rr 
W U h ^ 
^ w < < ro 

(- ^ = 11 
O ©o < op 

Sz?9 " 



_ 3 



a. = n - _ 
>- bO Z ro 
H < oT = cn 



. * 5 < «? 

~ \^ ^ ^ lO 

<£3§S 



a 2 



O OL 
B Q- 
o O 



^ o 

-i a < ~ 

* f < 5 < ^ 
< tu i < oc: 



< 

< 
,1 



S < < UJ X ^ £ 

=. jj < a. 2 H < 

r<^ 1 > K ^ 



8 



li 

ob 
c 






o 




m 




lO 


















tr> 


w-i 






o 


o 


o 


o 


o 


o 






rr 


s 


s 




oo 


oo 


CO 






oo 



OS o — *o 
oo oo o 
io to »n \o 
o o © o 

-3- 

oo oo oo oo 



o 



oo 



OS 

o 

SO 

oo 



vo oo os 



o — 



SO 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/USOO/05988 



51 



a 

02 



\o o 
H > 

= X 



Q 



x r- 



o 

CD 



vO 
00 



•5f 



oo 



oo 



Ov 



o 



r- o 
vo — 



S 



CN 

a 



<N 

o 



Q 



CN 
vO 



vO 
rl 



oo 



o 



CL o 3 
e/> ~ C/) 

c -~ c 
'5. '5. 

A 0 

5*1 

X CD X 

.S J .5 £ 

JD O -° ii 

o* o ao 
iS — ! .2 « 

O.C Q. -J 



O 

E 

O O 

if < 

"§ — 2 

r = f.i< 



3 
i_ 
3 

CO 

= i 

3 2. 
« .c 

o c 

£5 



I* 

55 
3 z 

c o 
' g O 
O m 
Q.g 
— Ov 
Q ° 
2 ° S 

CO A II 5 A A 



e 

o r- 

X 5 

i — « ZD 

% I 



< 

X 



c 

4> 



* C M p 



§ 2 

■§5- 

CO 

CL CO 



— E °" 

l> *a> A 

co co w • 
u oo ■ 

- Ov O — 

- o 



co 2 ^ co =0 0. 

.E 5 gj A £.£ n a 

— r- r c/T .ti t/i 

vo — D = co <u 



2 £ 

3 < 
3 -cr 

=o 'a. 

A 



< £ 



■5 | *5 

to 



COO i- _ 

< l2S 

j= 2c 

55 no CD o 

oo5 2 w W 
,E < 

« v H 0^3 
4 *B. | g- □ 



2 M 

ffl a: 

*x 

o z 



oo 2 

^ N N 
(N tiJ 



vo 
o 

oo 



3 vo 
O O 

00 oo 



VO 

o 

00 



(N m 

CN fM 

SO vO 

o o 

OO 00 



CN 
VO 
O 

oo 



ON O 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



52 

a i ^ l: a 5 w pj a < u 



»o oo 



o» 

00 



£ J n oo x ri - g x o oo 

01 Tr ci-r-r»i^_Tr m 



3 ^ 

l2 SO 
rt> 

Q S 



CO 



Ills III |MM 

Isll ll| 

< a - £ <<? s ^gfeS-S 

C. ii A — o2LQ._Jt«EQ.Aa. 







m 




to 


SO 




ON 


O 


O 




m 


m 








m 


m 


rn 




to 


tn 


sO 


vO 


sO 


)£ 


sO 


VO 


SO 


VO 


SO 


SO 


SO 


O 


O 






O 


O 


O 


0 


O 


O 


O 










T 


•n- 












00 


00 


00 


00 


OO 


CO 


00 


OO 


OO 


00 


00 



Kn or— 0000 — cn n rr »r> 

*nir»mt/isosOsOso so so 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



53 



^ O TT 

^' ^ in 

£! 2- Crt 

E fc E 



r ^ 

iZ O. > 
P J O 
- X X 



>n - «r> 2 

^ so r 

o 3 I 9 

Q- r* r» — 

t - = : - 



< 
< 



oo 

a 



oo 



cn 



oo 



o 

00 



o 



oo 



° ° H 
r- ^2 



r o 0 

-rr o m 5; 
vo o r- ^ 



0"v 



r*. <N ~s 

£ 2 - 
— oi 



oo 
o 



o 



oo 
*5b 



o 
r- 

ro 



<3 



CO 



oo 



so 
II 

.c 

ob 
§ 



E II 
™ , § 

2 < z 

ox>^ £ 
•Sit 

,E (N ? 
JD CQ ft- 

13 5 



CD 



On 



-2 II 



OX) 



^5 



.2 7- 
P os Ui 



S 5 2S S 



JU oo 
S =5 rs * 

0)0 A -J 

3*1 c < 

> =3- I ^ 
w a. § x 



CN , — , ' 

^o tfi co a 

i— i so o o x ii £- 

— a> o c — < — 



O 

— O- c^ O 5 r*J 

g °r .2 -§ a 0 i; ^ 5 



m 



2: 
< 
u 



< a 

A E < 
73? 



5 S ls E 
?S eS o c 
IX 55 j> £ £ 
SO"g.£ g P. 
u. -s E - g 
• - o 50 u 
u A a. 



1 i u is i 3 j 

c a. c q:X ~£ 

* v ^ E m 
o 



e5 *° 

_ g o « « £ 

U cn to -C 04) 04) A 



r> »n On 

m m ^ 

vO vO vO 

o o o 
t 

00 oo oo 



o — cs 

\D V£) VO 
\o vo O 
o o o 

^ <T 
OO 00 oo 



mo — cn 
vo 

VO vO vo O 

o o o o 

t t 

oo oo oo oo 



o 

00 



o 

s 



no oo 

SO VO NO 



O — 

\0 



(N n "sT IT, 

r- r- 

^ 7j- «a* 



o 



1/23/2006, 



EAST Version: 2.0.1.4 



WO 00/55174 



PCT/USOO/05988 



54 



vo 



111 2 

h h b 

"r *— X 



LJ 



OO K fN rn 

r- 5 ^ S 

J Q ^ J ffl 

llJ rv ll) OJ > 



CM CM 

< > 

CO CO 

CO CO 



CO O 

Z CO 

CO > 

CO GO 



oo 
a- 



o 



00 



oo 
ov 



o 
o 



cm to 
co *o 



o 
o 



oo 2 m — oo 

On *r m fM M 
OS £2 0 s O 00 



O S 



o 
oo — 



cm — 



o> n vo 
r~ — o — 



— r» 

VO CvJ 
VT> fN 



sO 
m CM 

cm 



vo 



iO 



O 
<N 
SO 
ON 
On 



00 



CM 

m 



oo 



o 
oo 
VO 
oo 



so 



oo 



oo 

VO 

vo 
II 

t 

O 

CO 

aC 

& 

a: 
a. 



• 

cm 



CD 
3 



E 

s 



o 

o < < £ 

2 >• w ^ 

§ -J LJ 

^ O £ 
c a. < 

LU 



.>» > cm tU Uu 



= E5 -S m l ^ fc: 



OO 

ON 

to 



-J ON 



II 



co w o. a < -J 



5 

u 
-J 

< 

O CO 
7 E 7 

Si X < 

E 3 ^ 1 
| 



5 .E £o 

- « a co 

.2 «n n 

C CL vJ 
Cu 



cd 
o 
o 



2 f2 



O 

r- 

oo £ 
oo Q 

CM I 

.£ £ o 

U CD CO 

o a. a 

0 o > — 

1 In II 

Rl O CM *— 
Z T N "S 

E^-*0 00 
- c 
vo O H 

TT CO f*J 

m - ^ 7 
— vO ^ — 



oo 

VO 

OO ^ u. 

t/> , 

'5b w c 

, — > jj C 4. 

2 o < 

CO O — — J 
co x « X 

?^£<- 

X-E^E 

» X O 

£ « ^ — 

VO So 

o c n c 
= sS.« 

5> 5 a. § 
= A J= 



oo o 

p** oo 

vo vo vo 

o o o 

^ 

00 00 00 



VO 

o 
oo 



O — cm vr> vo 

o o o o — 
r-- 

o o o o o 

-?r -3- 

oo oo oo oo oo 



r- oo 
o o 

00 00 



Ov TT 

— CM 

o o 

oo oo 



oo on 



o 
oo 



oo 



cm m rr *o so 
oo 00 oo oo oo 



P- oo 
oo oo 



OO On 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 PCT/US00/05988 

55 

vo tn O tr» ir» tn f?, £J 

T ^ i> VO c> o ^ 3 >• C 

<OC OWU3 * < > 

n u < \D Li. — O 9 "s 

^ ^ oo '£ % ¥2 % r £zz 22 5£ t 



O 30 SO O 



g O oo O O* 



£ O n vo t C! ^ 2" ir> 



< 



o> . J 



£ _ m O 00 



so 



cC a. ;§ '5b 



a 



-= ^ = £ E -i o S ^ 

- 14 1 7 fe 3g« 

~ ^ tb 2 =S OO.^S- tgg LUGO? 

-7 o S3 — *s — c -5 ra «C ■£ *C > 

fei -S ^TcH c ■£ i s< 2 E u £ U 2 < 2 >- Z> u ^ 

— n^Ot^ONO oo o — 

ooo oooooo o o o 

sss ssssss s s s 



^ § 5 g g; § 5 S 



0\ & O C\ ON O" OnO^O^ 

^ -=r t ^ ' — 



to ir^ 



1/23/2006, EAST Version: 



2.0.1.4 



WO 00/55174 



PCT/USOO/05988 



56 



< 



CD 

-J 

OO 



Q O 

on £2 



^ X <n 



:/3 



^ oo 



O 



7r> 



o 



o 



o 
o 



© 
o 



oo 

sO 

•n 



o 



a> <n 
«n — 



r- 
o 



O 



r*» m 
— o 
n w \r 



ri 



O 

— oi <n 



o* 
in 
m 
oi 

o 

g 



s 

O 
O 



O 

o 

© 

5 

o 

3 

m 
O 

5 



so 
tn 



SO 

© 

m 
vo 
so 



o 
o 

m 

CO 



© 

oo 
m 

o 
■a 

a 



.E ^ .BP 

0 .5 £2 a> 

is & S 

E ^-1, " 

^ Mifl E 

.E ■£ g o 

1 C CL — 

< « 2 = 
? .2? o .5 



3 2 
m a. 

S3- 

5 CJ ^ 
tt C/) io 

- < 



so 2° § 2 £ 2 £ So 

I " 3 2 J „ 
.»■» S o 2 .8 - 



« vo 
£ ° 



Xi2 



.CO 



rt 
<N 
vO 

m 
o 

CO 3 

< CO 



5. g o § FT ft 
~* (u .9- ^ 



o 



* 2-1 8 2*3 



1 e a 



w A U. 



m UJ 
IN < 



in 



© 

© 



— >> 



> * 



2 < 



Dec 

sr .H c p o H 



*5l 



UJ 

CO 



vO 
rn 

S O F !! 
c-£ O ^ 



-3 

> 

u 
< 

UJ 

H 
< 

o 

LU 



in 



< 
> 
ZD 

a- ^ _ 

^2 ^3 "sbvo 
in O 



CO O ^ 
2 n ffl 

« 2,5 < 

" O. Li- 

on 

_ _ A O 

^ O i . QJ 



^> E o r ° 
-J o c vo = 



=•2 < T = 



o 

_ a .r * 8 

cm b =0.2 A^li 



z 

UJ 

a 
< 

u. 

a 

i2 



c 3 

&9 



00 



ca 

o 
n 

T3 CL 



2 JS -o <^ 



CO 



Si) 
r* 

-J 

to* 

•i i 

•~ CL 
.= CO 

, CO «A 

O .5 g 

V5 B1 ^ 



O- O ^ v»*SC0fHO 

< 

?- O -c 



_ vo « g !rt 
Q-S m O 

5b™ ;-='5 2^ S 

CO 



A * os -s 



in O 



-Si 

f) f— w — 

3 .S2 ^ w - < — — 

c — u < c- o ^ 

8 u a. olCD P S 

03-2= CL 3 C V5<.= V 



in 
o 



in 

o 



o o 

vo 

o o 

00 00 



so 



00 



0 — 00 

0> Ov 

r- 

000 
t *r 
00 00 00 



rs 
o 
00 
o 

s 



o 

in 



T 
O 
m 



in so 
o o 
m m 



O 
in 



00 
O 
m 



§2: 

m m m 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



57 



-r — \r. r-. 

zc tr, -r r^- 

u: Zi u 

2- C2 — 



C3 

UJ 



-r — o O 
— O O *r. 

-V» /-N — *^ 



»n n O 

r; O ^ < 

> x X c 

=? = i= C 



r i 



o 
oo 



o 
o 



On 
On 



M O V ^ , 

o o* — 
n vO <n — 



^3- 

VD 
OO 



^ Ti =° - 



OO ^ sO 
— VO m 

vo 3 



CO 



ri — cm r^i 



OO 



i-5 ^ 
3 ^ 



2?! 



r-i 



o* 

00 

o 



o 

m 
IS 

1 



o 

s 

o 

< 



OO 

ri 

to 
n 



o 
o 
o 
oo 

00 

NO 



LTV 

rM 



I— 

b 



1| 

= i 

_op ^ 

| S3 

2 Oeo 
,E -c 



Tg; 2 j< h 

O j>U HbS & -g Q 
• = — w 5 — *n 5 CJ 

^ vO 



O 



oo 

vo 
II 



O -c 



00 



-i-S-s-s 



2 2 i' 



c 

I o CO 



4> < 



so gg 
o O 



N * 



A — 



CM 

So 



ZD 

< § 

n -J -i 



t§5c 



- >- a; 

CQ < t 
o-U a> 



■8 A 

a. 5 



C5 



LU 



o 
£ 
o 



VO 



VO g 



O 

5 

X -J 

— < c 

.= ^> _J 

c vo • 



-o< 

3 - = 

bOq 

^9 — — 



3^* 



o 
00 
o 



o 

00 00 00 00 
0000 

TT -!T 
OO OO OO 



S 



00 

o 



m vo oq 
N M M r) 
00 00 00 00 
0000 

TT "3- "?T T 

00 00 00 00 



ov — vo r- 
cm m m 
00 00 00 00 
OOOO 

t 3* 
00 00 00 00 



00 
o 

00 



«n vo 
m is\ 10 m 



— ri n cm 

\r\ m in ir> 



m tt ir» vo 

M M N N 

m in »r> 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/USOO/05988 



58 



<c;>cDi.CCr(r 
b2 ^ = — =: z: — :E 



> 
o 



rn 



C 



rn 

^ rr 



o* 



oc 
oc 



m 
vO 



- -t ^ n 
r- r- r- 2 — S <^ 



m 
m 
so 



CI 



— r- 
m — 
OO SO 



ri -~ — — ~* 



vO — T — r*l 



in 

O m 
m 



§ 

oo 

CN 

£1 
"5b 



VO 
m 
O 
m 

'5> 



On 

OO 
O 
On 

r- 



m 



UJ 



2 

■£ 
c 

>» 

'I = 5b 

fc .2 Z as 
<2 - S 2 

U « >■ LI 
- D._J — 

§-§cp 

> M W 

E ° o 2 

« = sk 

8|g,< 
< 2 £o 

w a- A (J 




*t t ^ v ^ ^ 
oooooooooooooooooo 
ooooooooo 

oooooooooooooooooo 



ON 

oo 
o 

3 



m co 

vo vo 

oo oo 

O O 

OO 00 



o^ 

vO 
OO 

o 



© m 

S3 



oooo — oi n tt *n vO 
rNr-irnrnrnrnrnrncn 
inm»nintnv>.inm*n 



OO On 

m m 



in m 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



59 



CM 

O 
N 



~ O 
— G- 



CO r> 

— CD 



o 



o 



o 

X) 



o 



-3- 



OO 

C*l SO 

-a- o> 



o 
o 



o 



NO 



CO 



O 
OO 

o 



OO 

§ 



9 

cu_ 
CO 



04 



02 

O 



J 0 



5°, - — . r- — 

on g ^ K si £; 

- .2 n - £ 

o ^ O « 

^ =^ *> < — ■> 'EL 

2 'S> £ - -co Si u a" 
<r A y cu a g '-5 ^ 
w aj 7i w u c/)<*c 

3 .52 £ E .52 >» q B- 



■r 

ID 

z 

22 
x 

. 2 7 




wo 



in vo 



r*» oo 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



60 



ri 
< 



^ , & 
^ ^ £ 

E * £ 



U 



CO 

< 

o 



oo <n ri 

o on o 

Q a > 

~ m 2; 

^ S: h 



8 



to 



r- 
oo 



5 



© 
OO 



oo 



o 



oo 



o* 



oo 



o 



s = l 

_ — 



oo 
o 



io 



OO 



to 



to 



ON 

so 
CM 

ro 

no 



oo 

lO 

*3> 



on 
m 
vO 
O 



S § 

£ ?! 

i £ 

a 9 



C 
SO 



to 



o 



00 



55 1 
= w 6 

U O — 

2 \o m 

Is? 

•= NO UJ 
JO ' 



2 
a. 



C3 



ca — 



2 

, — . -O 

I i 

•B S 



c > 



I 

C 



-£ E 



u 



I" 



2og 

on gi 
Z .if Q 

UJ w flQ 

S o -j 

r«i X U Q- ^ 

< 2 — p- - 



c 

<N .Si 

0 03 ^ ~ 

01 w c ■ 
m o ° 

o - 

= r-| I 
581 " 



•8 



u 00 

2lS 



S oo 5^ S 



vo i o 5 © **** 

A 



U T 

•5. lL 

8 a 

0 ti 

i2 5 

' — ' Q 5 
*n _ O 

1 < u 

2 2 < 

J m'2 
£ h 

3 Ur < 



o 

5a 

X O 

og 

W to 
A 

to 

11 

-a o. 

p CG 



CO 

O 
u 

>v 



<D O 



O I 
On OO vr*> ^ r- 



00 vo ~ 

— o — 



£-2 2§y S3 oh 



c «n p ^, I! 

— o h cn r- 



oo 

0O 

m Q 
a> II 
.5 j= 

S |> 

CJ 



o 



s5< g § 11 

^- O V < S . • S 



8-P c 



II U A > A U 



A <n — J 



< o o a< jatSS 

Q A 1^ cOn « 



cp o 
^ Q M 

w-> w 

n cu ^ y 

oo ob 1/5 



a A 

2 § 8 2 

o o *£. o 

c *- o oo 

B3 = S 

£ o x '-2 

rv w ■ . l- _ 

-I u — ^ 5 

< c < = S 



ON 
OO 

o 



VO 

ON 

OO 

o 



0^ 

oo 
o 



OO VO 

o^ o o 

OO O^ ON 

o o o 

-3- T 

oo oo oo 



oo 
o 

ON 

© 
"3- 
oo 



o^ 
o 

o 



O N VO 

ON On ON 

o o o 

t t 

oo oo oo 



o 

CO 



lO 

to 



to 



«o wo 
iO io 



to 
to 
to 



VO 
»o 
to 



to 

IO 



0O On O 
io to vo 
to to to 



1/23/2006, EAST Version: 



2.0.1.4 



WO 00/55174 



PCT/US00/05988 



61 



N C 
y < 



r, o -t — 

» a 2 s x; 

2 Z 3 s> O 

c < ^ vj S 

ni uj u: 



r i 



S ^ ~r 

— < u. 

? 3 H 



55 CI 

< on 

£13 



o 



CO 



o 25 
S 5 



m 
m 
O 



m oo 



O CO 
oo io 
n ^ rj 



so nl 



_ *^ 

— s ^ 



o 2 o 



ri 

— ri ri 
oo 



oo 
a- 
cn 



o 
o 



oc 



^> 
r- 
t — > 

T 

m 
a. 



to 



o 

CO 



_o 



CO 





CO 












m 








a> 


c; 

u. 


NO 


c5 




CO 




1 


*5> 


o 




A 




c 




cr 


a> 


5 


a> 



c 

c "5. c 5. 

<1> o o 

q x a i 

co c CO 

s 

o t _ 

P* p* -o 

p 



a> 

eg 
C 

^ o 
2 o p 



S4J 



'5. .£ T 

o 2? 
E 
o 
X 



-"HO -Z 

ar< cc — H *o jl l_ 

_ ^ s = .i c •= A w 

°* 2 £ § it » M 
|?2S|t 2 p 

m7 □ 3; o<-m o^s 

s s?" |s = 3 - - 

S g o =. g- p CJ 
— o o ^ ^ 

A i — i « A 



5 

a. 



oo 



co 
tn 



OJ 

oo 
C3 



i; 2 a "JT 5 

> — — . w - 
A ^ ^ C c/i O on ^ 

g s 3 



0J 

1: 

o 
o 



5 5> 

ci) to 



b ^ 



55 § 

O -J 
u CJ 



e« « <« 52 X ^ 

5 s J J 3 

1 e f § i-p 

00 C3 CO Q QJ 1 

_2 ~ cm oo - — « 



co 



o o 



cs m f*» co o 

r J M fN fN M 

Cn On 0 s O n On 

o o o o o 

t t ^ 

CO oo OO 00 oo 



— — 
ro ^ t 

o o 

O C O 
f 1- 
CO 00 oo 



ir> co 

o o 
-r 

oo oo 



so vO 



m rj* in so 
«0 vO VO vO vO 
on to in »m v*i 



CO 
so 



o o — 

so 

on on on 



in <o 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



62 



2 



m 
CO 
> 



Q 
< 



? n ^ » C 
rl ^ — 



r r - - O c 

- ^, CO o 

^ - 'J U LU UJ 



O 
O 



o 
o 



to 
SO 



o 

r*- 



« R S5 ^ 5 



_ _ 



o 



Q 



o 
o 

SO 



5 



so 
m 

m 
O 
C/3 



o 



=J0 



o 




o 
o 



O 

s 



o 

3 



00 

o 

s 



o 
vo 
o 
o 



oo o oi m *n oo 

vc vo r- r» 

C" 0 s 0 s 0\ 

o o o o o o 

t t t rr 

oo oo oo oo oo oo 



so 



oo 



© — n n ^ 
oo oo oo oo oo 
^ in m in i/^ in 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/USOO/05988 



63 



Li. 

CO 



O rj- 

-r »n ^ 

Sfj ^ ^ 

» oo So 

— LLl LJ 







vO 


O 






00 




r i 




ri 






o 


r> 




> 






3 






X 








— 








< 


oc 


00 




oo 


o 


DC 

i • * 


ri 








r») 


M 






' • ) 



o 
o 



o 



on 
o- 



o- 



o o 



04 



»n r-i q 

n w r 



o c*i v-) c-\ 

m 0 c* oo so 



oo ^ 2 



o 
oc 



oc 
oc 



vn - C J 
oo m w 



O 
o> 
oo 
m 
oo 

*5a 



oo 

on 
so 



T3_ 

9 

"E 

CO 



o 




o 


o> 


o 

O 


o 
o 


oo 
ri 






'Eh 


"Eb 


Eb 



oo 



o 

a 

00 




O 

, a: 

U H 
' 00 

O ° 

Se 

un> * 

0O ^ 

ir> - 

o- 

S £ 
£w 
o ^ 

w a: 
A ^) 

.1 oo 
9- ^ 



< 

x 
o 



E- 

o 

a: 
a. 

Q 

< 

X 

a: 
O 
u. 
*t 

to 

^ it - 



00 

< 
> 



§< 



c < 

!§ 



e g 



o co£ 2 

A -J < A 



CO — 

O m 
£ 

o ^ 
£ o 

~ 52 r- 

O <N 
!L D-O 

23 £ 



21 

o 

o ^ 

H 
oo 

LU 



c 

Q> 



2 ^ 

So 

O'T 

CO — 

A -3 



4— • 

E 

- O vO 

jl. a: 

2 » 
2 E -£ 

02 - 

< ^- vo 

LU so 

c g CO 
E 'q-oo 

3 C3 

"5. S-M. 

— CO 



O 
OO 

o 
o 

00 



<N ^ OS 

OO oo oo 

O O 0 s 

o o o 

*d- -3- -3- 

oo oo oo 



o 
c 

00 







00 


o 


o 


ri 


m 


oo 






o 


o 


c 






o 


o 


o 


o\ 


ON 


o 






o 


o 


o 


o 


o 
























-cr 


oo 


00 


oo 


oo 


00 


oo 


oo 


oo 



oo 



\o r- oo 
oo OO 00 
in m 



oc 



ON 



<n m iri o r* 

On 0\ O^ 0 s On 0 s 
^ ^ <n in m <a 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



64 



< 
b 



ri 
rn 
CO 

ri 



- (7 O «r, 

P < u S 

Q ui p U 

M (N H 3 s 

LU tU Q 1^ 



t m 22 5 

N fi. C O 

P p 2 < 

b b § 5 



C < 

— 00 

b Q 



so 
o- 



o 
o 



sO 
O* 



oo 



in 
oo 



m O oo O 
oi »n c^l v . 
- n 



— On OS 00 
O OS 0O CN 

t m «n 



— in 



vo 



oo 



00 

-3- 



in 



in 
ro 

o 

Q 
a. 



s© 

ON 

ON 

in 



0© 



cm 
on 



g 

-a* 
m 
o 
o 

9 

EC 

OX) 



CD 






-J 


c 


a 


:osa 


1 P 

o Z 


3 




.5P 


CO _ 



o 

CO 

§ 

o 

CQ 
< 



o x 
x < 

W VO 



r- 
o 

'zh 

A 

C 

.Si 

O V) 

^ o 

" E 
x: o 
obX 

c ^ 
<u - 
-J p 



o 
C 



H 
< 

2 < 

5 

IS 

T O 



o so 

C CL 

Ou a 



r- u 

2 2d 

ll> a. 

O « 

< ctj 

* E 

a. ,= 



2^ 



CO 

O _ 

X ^< 

4 in l_ 

a> on 

2 o cc 

C A I 



— ON 

* £ w> 
oo P JJ 

ft. A - 



£ o 
o s: 

a. 5 

3 ~ - 

r- t 

2 £ .= sr. 

o> g 3 - 
£ < 2 

§ S a 
o^ oo -a 

— ^> 

— oo ^ 

50 1— 



— CL 
— P 3> 
U — 2. 



O c 

°0 ^3 ^? Q. g 



R "O r/) 

^ .E O 
-9 J 

— : — in 

E— , — r- r— c 

CO C ? ^ ^ 

E 5 = io 
-So" 00 



— A o 

C/5 



CL) 



— E P u ~ 

- o -5 '= — 



u — 

S A U 



o 

< 

o 
< 



E CD so 
« i c 
| < ^ 

P* *o < - 
T ^ 

'EL £ Iffl 
ca ars - 

i g^s 



m 
O 



O 
oo 



m 00 

o o o o 

tt rr t t 

oo OO 00 oo 



V> SO P- On 

(N rs n in 

o o o o 

TJ- T Tf 

OO 00 oo oo 



o — 
o o 



oo 



on 
On 



— fN n 
SO SO § 



O O O O 
so SO SO SO 



00 On 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 PCT/USOO/05988 

65 

~ c h t ^ c ^' ^. *r 

— ~> CD — 3 ^ — » -J * - 2 

a p 2: Qxx?? £ £ > * 



R o ~ c5 2= g q c 2 



no ri 



o 



_ rvirM o oo ^ r- ^ S ^ ^ - 

T — m colJLj.o no ^ o ^ 

" u-v — m ^ S 5 ~~ r< n v£) M 

— rs — — — — 



-3- 



£ g P | K 

e s s s 2 



o y LJ 



*5> 



oo m so 

rJ rn r< 



_ r- 



£ x ^ *7 3 5 < 9^7 _ S — o ^ w ^ < 

y . ,1^ < 3 ^ h? 1 ^-J = 3C 3 £ ^ Z 

5 £ — ^ ^* z «y ii Ron ■? S x o g vo ^< o 

lilllsf II <iJ£1& 

ilUkl is Jlsiisi 
mill *i£i<ta if if til is 

o oo o oooo c o o o 

oo X OO 00 oooooooo oooooooo 



O \E> VO VOVO vo vD OvOVOvO 



1/23/2006, 



EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



66 



C 

8 

C2 



< 



•o 
r» 

Z 

CO 



CO — 

x a 



o 
o 



G> oo 



o* 



o 



o o 

O sG 



oo 



o* 



o 



to 

r- in 



o — 

OO W"> 



so 



oo 
oo 



oo 
o 



oo 
o 



oo 

vD 

o 
Q 



c 

on 



oo 
o 

CQ 
oo 



to 
CQ 



m 



m 
oo 

rM 



o 
E 

■a « S P 



o o 



^ _ SO S 

— o cn ^ 

— •a r**> ^ 



vug 
if' 

LO CO 

o Z 



& so 

CD OO 
= OO 

, 10- 

< ^sH 

|5g 



C n — 



il 



CO 

Q CO 



< 

U 

Q CO 
< 

> S < 

> 5 w 



a> D || 

»; oo « ? 

c 3 c S 

1 s I J 

2* *cb oo 

2 A «N T 



- OO (3 ^ 

v S o S 
!2 w ^ ^ 



X3 
68 



s = 

u 
o 

CO 



vrr a. E c «W>-^co_rr ? — ? £r 



"S'-B 



<2 LU o ^ LU > 2 CN g Q 



0 rn g, 

1 2 S I 5 g ?i U 5 co e ES o 
a- A w-ari: 



CO 



0 *Z *~ r-z 

1 < 



oo 



UJ 



5 



o 



CO 



log 



00 

A 

S c .E oo ^ 3 

cn CO ^ > U ^ 
C — ' CO nj H . 

'5 ^ = ^ 2 ri 

2 "5 o j= 

D- S 2 

n ^ 

5 a N - 

— on A - n w A 



c CO 

Is- 

— CX OO — 

O 

^. cd r- II 

< lot 
§115 

P oo a 



— 

t n oo 
O » 



O 
on 



< 

2 A'5 5 
R 8 • o 



< §35 



o 



SO 

o 



so 
o 



so — 
r- oo 
o o 



oo oo 
o o 

ss 



so 



so 



S 



SO 

s 



r*. oo 

<? NO 



Cn O 
so SO 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/USOO/05988 



67 



X 
< 



ri 



5C 
< 



*«o 

< ? 



: cn ^ a 

I ^ C2 C 

; E > < 

j Q O o 



s s 



o 



O 



\o rj N o 

O CO i — ^ 

m vo — oo 



co r- 



00 



no 
o 



cv 
o 



CM 
OO 



o 



oo 

vO 

o 
o 

VO 



SO 



3 « 
O -J 

il 
<o 3 

' — ■ vo 
O 00 

— m 

OO 
C9 OO 

a: o 

.3 oo 



00 



57 O ^ 

2 £ < 



So 

u. a: 

< A 

w A 



CO 

s 

3 

-a jn 

«- o 
tu o> 

J a 

;= to 

.£ a 

to , , 

O co 

3 3 

CO U 

P E 

vO O 
OO c 

s <" 

o 

< a: 



on 

OS 

1* 



< 
< 

a 

, O 

= I 

"a. c 
to o 

co 

o a. 

£ -n 
5 o 

x £ 
c c i: 



is 



S So E 

Q. O 3 

^ £ - 

JO o o 

< < e 

O A ri 



< 1? 

=> < 

St 



vo F: 
m co 

CM 7 
^< 

A H 



3 g 

2 g 

co *"* 

o a> 

r- O 



It 
2 2 

'-=■ CO 

2 a. 
- w 

IH o 
1 5 

Q.< 

co XT 
» O -3 
> -C CL 
• C_ A 



5 * 

E-'< m 
CJ oc — 
qL H rv* 

39 5 

a- x -J 

" JD. 

A >*7 



O 3 

31 



S2 a 



t-: cj — . 



I9u I 



III 

- ft- UJ 

« C/) h 

BOO 
2 X oc 
o-c ft. 



'■5 

» 

CN 

CO 

o 
-a 



co 

KJ X CJ) 

c p o 

> >> £ 
y fN^ 

go 8 

£ 3 O 

rr ^o 



O 
vn 

o £: 

o M 

to ^_ 

go 

CO L- 



S 5?S £ 2 ■= x 



^ >o o 
•= a"- 



S O 

CO rT 



ro 
OS 
O 

00 



o 



OO 

o^ 
o 



•3- 

oo 



m vo r — 

— — — 04 CM 



OO OO OO OO OO 



VO 



vo 



ro 
VO 



vo oo on o 

fO f*l 
VO vO vO NO vO 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/USOO/05988 



68 



9o 



ri o 

U UJ 

< CQ 

< ^ 



a < 



O m ^ -a 5 C 

^ W 2 r ' s 

- a s a ^ ^ 

a cq< t/i < 

U Q u ^ U O 



X5 ~ 



° 00 



\o 
oo 



oo o 



O VO 



00 n in \D 'O « 
^ n o n o ? 
^ oo ° „ " 



r> rs ri 
t «n Q 

m — t m - 



o 



O 
m 

■a- 
CO 



oo ^ 
oo 

Si 
ll 



oo 
IT. 
oo 



00 




CD 



— ii 
JZ o> co II 



oo 

5 <D 



E 

u x j 



HI I 

E 3 5 1 



o 
X 



2 u oo 

- go a. 2 Ja 

"f H ^ §>.! 3 

th E o 

o - ~ 



c : E E 



s a 



vO 
SO 
CM 

o 

vn 

s 

a 

Q. 

(/I 
A 

on 



O C 

E 3 
o — 1 

X ob 
— J o 
OO — 

m ^ 
CO 



O 

o t- 

a S < 

r in U. 

~ O r\ 
r ^ (- 

— *r% ^ 
c £ 



O t 
{/> — 

|tr o-< cm 
o E 2 co 



oo 



vO oo 



O — fN m <5 O 
m *sr -3- ^ v> 



oo oo 



00 oo 



oo ob co oo oo ob 



VO VO 



3 



vo t- 
tt -a- 

\D vo 



oo O - (N n 
-t-fl- <n vn vi m 
VO NO VO VO VO vo 



1/23/2006, EAST Version: 



2.0.1.4 



WO 00/55174 



PCT/US00/05988 



69 



o 

CO 



< 
< 



oo 



SO fl 

M C5 
< O 

U U 



o 
o 



NO 

30 



01 



o 
o 



o 

OO 



m 



ro 
to 
rl 



oo 
so 
CO 



— vb S 

OO 



o 

CM 



DO 
OO 



o 

— CM OO 

to 



o 

OS 



o 



OO 

cm 
oo 



5 

O 



oo 




C3 A 



co 
so 



sO 
CO 



oo 



to 



oo 



t h 

^ SO NO 



^- -3- r»- 
00 OO 00 



to 
VO 



to 
vO 



\o 

lO 

SO 



r- 

CO 

sO 



00 ON O 

co to so 
so VO VO 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCTAJS00/05988 



70 



c 
u 



3 a 

53 



ri 
oo 
O 

c 



ri $t 

Ii 

b y 



< * 

< 2 

So 



00 



o 
o 



o* 



o 



m o 
so vo 
O -a- 



o 



r-> oo 
oo oo 



- 2 Pi 



O 



irv 
SO 



<N OO 

7 «n (N 



m 



oo 
r- 
o 
o> 

o 



oo 

m 
m 

'ob 



o 



00 



o 



o 
o 

SO 
m 



S 02 S 
= 00-= 

S" 

■5 -« os 

A w S 
on 

SE ^ 

5/5 I /> 

o 2V 

C Q. C 

o « 
I§a 

o — 60 
On 2 

o 

°* < X 



a* 
o 
t— 

u 
< 

Li. 

a 
u 

CL 
• 04 

5 o 
s- °- 

o ^ _ 

EL- O* 



r- 
o 
o> 

00 

o 
o* 

a. 5 
A JZ 



u 00 

o c 

go br 



§ ■ 

a -5 

— 00 

c 

Os -J 
Os 

o U 
^- o 

i/> OS 
A OO 



2 

— VI 

CL C 

CO Zr; rr 

c < = 

MS • 

"5 < " 
8/5. <o 

5TA N 



c 
"a. 

C3 



o 
X 

2 

w 

C 



vn ^ 
o- D 

£ 52, 



§ 

o 

o 
X 

vr> 
Z 

u 
a 



O 



Os 



- 8 



- CJJO 



oo G 
A *5. 

§ I 
a § 

2 « 
5 S 

a § 

o « 

?! « 

m a> 

52. § 
8- .2 

A -C 



O 
< 

< 

a 2 



oo 



Os 0U 

~S < 

s ^ 
°? u 

8 = 



X) 
00 



« 2 
c c 

co O 
O Q. 

II 



i ° 

C 

o 

00 

1 a 
oo 



^X « = 



$< 

« S 
°-< 

o 5. 

r- a 



II 



< z 

< >o 

l-J II 

C 00 

3 CO 
-= 3 
— 00 

o , — , 

<N CO 

o c 

VO « 

fog- 

A 1/5 



O 



3 

=3 

in 

S3 

o o 

B ^ 

5 00 
.i= S 



< 



O 





o 


OO 


O 


r- 






oo 


























oo 


OO 


oo 


oo 



— CM 

oo oo 



oo 



oo 00 



oo oo 



vO 
VO 



rj 

vO 

o 



sC VO 
vO VO 



vO 
VO 



vo r- 

vo vo 
SO vo 



0O Os O 

sO vo r^- 
O vO VO 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



71 



r » m 

u 



< 
o 



ri r * ~* 

n x 

-> U 
£ C 

r, — 



o > 



oo 



— O 

o o r*> 



^, in 
rl O 



oo 



so 



NO 

oo 
oo 

oo 



O 

o 



oo 
«o 

oo 
m 

"So 



O 
X 



« < 



op 

CO ■ 

11 



< r4 



< 
o 



o t w 

J. 3 J w 
c ^ 



-2: < £ 
« 53 - 1 ^ 



A 2 H 



2 , o 

1 — ' m ^ 
£Z^ 

LU ~ 

< CO 

' =3 CO ^ 

.2 ^ < 

ISP: 

£ £ O 

ESS 
SOh 

£< Eh 



1 



-S "5 



8- no 
< II 



5 



■6 .= ^ 
a. o "2^ co 

8.!© < 

o * ig a- g 
o "S ^ lu ^ 

£ s -i 9 1 



3 



CO 
o 



23 



00 



c 

^ X 

— m C «y 

co 3 C£ 
fi£ ^ -O h- 

_ CD H > 

£ * * §L 

S *?r r» < • x> 



_ A Q. 
2 — A OQ 

2 5 2 S 



52 op ^ O 
S .£ -2 T 

•= U -O <^J 

o £ a .2 ^ 



aU 

00 — ^ 

■o o 

C 1/1 

5 U 



CO 

A 
0) 



£ a.O 



.2 r- w^. 



3 

CO 



C3 



•a fc -i 

25T ^ 
2? E 
I E 2 

<N r- w 

; o 00 • — O 

en c 2; ^2 
vo O M n ^ 
c/i — c ^o £p 
«? < u" u o ,E 

H 'EL y c '5)"E. 



O 
'JH CD 

is o 

q. m 

o^> so 



o 



■3- 



wr» OO O 
— — 



— rj 
o o 

00 00 



o — 



3 



OO 



NO 



vO 



ui »0 

r- 

NO NO SO 



00 
no so 



Os O 

00 

SO so 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



72 



m 



> = n 



u > - 

~ 2D Ol 

r- uj h 



u 

o 



^ < 

N O 

CO U 



ri 

vO 



oo 



ON 



so 

oo m 



m — r-> 
o 

n OO 



oo 



oo 

oo - . 
O °' 
ri 



to 
so 
oo 
r- 
oo 



o 



o 
Q 

s 



-3- 



so 



O 
O 
SO 



9 



CL 



on 
O 



m O -7 

2 on - 

55 * * 

«n r> 
oo — ^ 

m o 
5 A f- 

5 ? 

3 go 
= u 

z 

O ■ rt 



O 3 



on £ ^ uj 



I! 

x: 
c 

-J 

00 

< 



< 

X 

u 
>• 
> 
< 

X 

Z n 

— sr\ 

CO o 

O — 
> ll 

w g 
oo . 

?s 

bo 
o 5 



z 

2 iS 

3 3o 

~ £ _J vo 

c S = •£ 
.2 § cjj ob 

— a. 2? " 

qj A od 

< E < U 

z5z< 

Q£ E.0S a. 



UJ 
.2 f- 

■£ 

« « «n 
En m 

r- on 

T3 <N 

■£ ^ oT 
5 n oo 
-£ o ov 
o © ~ 

5 3: °- ^. 

r- O , II 

J DL C *£ 
X =r « 0D 

«rt C J? C 

cn oo_2> a> 
Iju A <u — 3 



oo 



on 



00 oo 



M tJ- 

(S (N M 

ri fN <N 

t 

oo oo oo 



vo oo 

(S M fN 

(N (N (N 

^ ^ V 

OO 00 00 



OO 



OO 

NO 



oo oo 
no no 



TV V-\ \D 

oo oo oo 

SO NO NO 



r^. oo on 
oo oo oo 

NO so SO 



o 

ON 

vO 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/USOO/05988 



73 



m 

x ? o c 2 o 

^ ii. 3 < H < 
x >< ^ z 2 3 
^ 5 a 5 2 2 



- -r c: r £ 

m ^ © — P 

U _j r £ z ^ 

UJ _J ^ li- < 

— > — » n ~"- — > a 

C2 CD CO — 23 ^ 



to 
O- 



SO 



5 



sD 



O 

o 



so 



o 



m o in O — oo 
oo oc © so oo vo 
t n o n (N 



g r- £ ^ ^ S 

S 2 ^ ^ -2 

_ n ~ rn m 



>0 



oo 

CM 

o* *rr 



o 
in 



oo m on 
oo so O v© to m 



N ^ N — OO 
OO 



o* tt 



o 

SO 
oo 



oo 
-a- 

"5o 



© 
oo 

9 

§> 



ON 

*CJ0 



o 

o 

m 

JL 

q 



so 
OO 

o 
© 

9 

1) 




o 

CQ 

a: 
O 

.is 

ca 

t/> on 
o © 

13 

-s g „ 
-eo 3) 

O O- c 
jb w a> 
a. A 



= < 
& O 

2 < 

os rr 



o 

ON 

m 
II T> 
■£ § 

OX) 'q. 

5 s 

o 

ui | 
in o 

< EL 
Z - 



2 

cu 
u 

b 

a. 

U 



NO IO 

CL 

SO || 

S£ 

5 S? 

O <L> 



to 

On 



< X 



a: 
O 
> 

Q a. 



c a ^ 
S ;z 

~ LJJ 

Q < 

a: a: 

A w 



cm 
m 



m 

CM 



vo oo o cn n » 

r*") CO "^T ^* 
rJ M M (N N N 



00 OO OO 



o — 




rn 


vO 


0> 




m 


SO 


in in 




so 


SO 


sO 








CM fN 




ri 


OJ 




r» 


CM 




s s 


00 


3 


TT 
OO 


oo 


OO 


s 


S 



o* 
so 



ON 
SO 



O* 
SO 



SO SO 00 On 
O^ On On On On On 
O SO SO sO NO NO 



O — r>i m «o 
O O © O O O 
r- 



s 



oo 
© © 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



O 

y 

CQ 



74 



5 o <^ 

< ? < 



2 S 
> 2 

< < 



c < 



cn 



o 



O oo 
oo 



o 



oo oo 
oo 



°2 S 

^ <N 



oo — 

<*r cn 
cn oo 



<n 



r- oo 
oc oo 
— oo 



2S 5 



m 

O CN 
CN 



< 

X 

tu 

3 Z 
Z 

g 

vO 

a 

CL 



o 

< 

5 



OO 

© 



in 
CN 



0£> 



OO 


© 




o 


SO 






cn 




to 


CN tsj 






O o 






— r- 










a> 






Q 




-3- 


a- 




"ob 


I 


I 











y * 

Q — *? 

n £ 
O a: *? 
LU " 

z o x 
Z a: J 

— CL CL 

o 

5 g B 

< Q « 
Z ^ - 



fi 

w oX> 
o c 
a> 



oo 



c — 
oo 

2 ^ 

1 ■? 

"33 CD 
=) 
X CO 

a ^ 

2 .1 

^ « 

© cn 

2 e 

~ o 
A ^ 



3 
O 

a> 

00 

o 

1 

c 



O 



so p** 
Q en 

S VO 



CO A 



a 
-a 



« oo 
o © 

g VO 

2 5 

Q. oo 
00 = 
00 J 



oo 
_ J> 

-a <l> 

o 
c 

— eo 
< (J 



vo 
© 



a 

LU 

u 
z 

Lu 

a. 

a: 

| 

CL. 
< 

< 

□J 

< ^j- 
9 » 

Q -E 

z ^ 



cm m 5 

1 0.2 

•S O Q 

2 « < 

o o S 
m *o r— • 

§12 

< < ? ^ 



vo 



LU 

vO < 

1 b 

* Q 

• = LU 

2 .52 O 

58 9 



00 

II ^ 

■2 Si 

f— • l — 
crt O 

c c 



00 

§ II 



a. 

C3 ; 



o ^ 

Q. p 



bo $> 

fS o 

— JO 

CN O 

© o 

-J 

< 2 



VO 
rn 
in 

o ^ 

m © 
— m 

S 11 

vn 

o_ ^ 

A -J 



o 
£ 
o 

c 

s 

Q. 
O 
C 

9J 

1> 



c 00 
o c 
o a> 

-2 — 1 

2 r 

5 .5 

O C3 
CM -S= 

m u 
^ a 

§• E 

■5.2 

A Q. 



c 

g 3 

1 s 

i J 

1> cd 



.2 \o 
u ir> 
o m 

_W so 

si 



3 A « 



ON 
LU? 

«D ? 
S H 53 
2 O -> 

^ = LU 

- JO 

2 Q^LU 

a^r h 

CN < 

*D o o 

A < 



CN 



00 




© 


r4 


m 


vO 


r- 


OO 




fN 




r— 




00 


00 


00 


OO 


00 


OO 


ON 


O 


CN 


rj 




fN 


fN 


fN 


fN 


CM 


fN 


<N 


fN 


rN 


00 


00 


-r 

00 


TT 
00 


OO 


s 


OO 


OO 


5 


a 


s 



ON 
© 



© — r-i 



r> Tf IT) 



vO 



00 o 



© 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



75 



< 
< 



< 



<5 



x < 



o ^ 
Z £ 

2 3 



o 
o 



O 

o 



30 



On 



O 
-a- 



o 
o 



-3- o 
oj so 



ON H 



in 
m oo 



oo 
O 



cc 
■a- 
■a- 

)£_ 



oo 



0D 



oo 



g 

1 



cm 

On 

cn| 
q> 
Q 



o 



c 

= s i 



•11 



in _ 

T CO 

vo a. 
II O 



co 

no 



a. - 5 
"8 o 



< p 3 1 S3 & 

m a. — Z> c£ 

#»*\ *tf r** ^ _ r/s 7"_ 

o 

00 
QC 
3 



e b 

ra a. 



CO 

< 

a: 



... . * < 

C3 On» UJ ^ 

n ^ jn § 5 

I 1 rrt MS 



GO ^ 

c o> > 
o > 



a. 



II 

"5" -5 



r?3 

> 

o Z 



= b 
5 * 



.2 ~ i,- 
O QlCL ^ g 

£ " _ ~ *r> 



> 
z 

X 
UJ 

Z 
Z 
< 

z 

5 VO 'r < 

X r- ± on § 

.£ S u S s 
x a- Z o O 
c O- >• ci- oo 

co A w w A en 



2 d 

BQ 2 § 0- 



< _ -Tf <-l 
T ^ » t z 



m ^- - _ 
8 ^ < 2 f- H 



J j z ^ < 

.= < < cq «7 

O CD D £ 
5^'H^^Z 

O >* C£ Z .-J 

5 go < Z 



c o 

.2 CO 

O. CO 

E a- 
X^co 

§ O 



co ^ 

a. h- 

3 °° 

oo 

S vo 
30 ^ 

^OO O 

on %n 

— 00 

oo o 
— > c c 



It 



ON 

00 



00 

ON 

rvi 

i 



— m 

0 o 

1 i 



3 



nO On 

o o 



S 



rr vo 



oo oo 



ri 



oo on 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCTYUS00/05988 



76 



oo 

o 

< 



a* 



O 

5 
< 



r i 
> 



ri 



> 



o 
o 



o 
c 



so 



o 
o 



o 



o 
o 



oo 



o 
o 



m 



in 



ri 



CO 

SO 
in 

o 



c: 

OA 



in 
oo 



O 

m 
o 

CL) 

9 



- - £ 

O. O > — 

§ s = 

I Is 3 

§ ^Q:£ 

5 <-» a o 
•B S eg 
co n 5 h 

lz 

£-'5. = O 
2a ,0 




3 



S 



5 



5 



OO 



oo 



a* 



o 



*n 
m 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/USOO/05988 



77 



N 
< 



< — 



ri n m tn 

h n 

r Q O 2 

< U < O 
■— > — • — » — » 

< < < < 



n 5 3 p 

r> _: — O 

< < < < 



00 



oo 



oo 
oo 



o 
o 



O 
Oi 



5 K P s 

S 12 S2 S 



!_ o* L- ■/-> 

n ^' -t » 

2 — 



o 
o 

•5T 



© £ ro 
m n 3 C 
oo ri 







o 


oo 


nO 
© 


o 
o 


1 

m 






Q 




'5) 










5£> 



m 
oo 
m 



S 

oo 



oo 

NO 

s 



o 

in 

vO 



&0 



CM 

a, 



DC 

CD 

< 
cu 
Q 

rxi 
r- 



H 
Z 
UJ 

a 
^< 

.Si E 
'a. 

ca 



=3 o 



CO 



I* 



5 o 



rM 

O ^ 

5.J o § U j 

S . ^ Ed- 



II 



P -o O S 



CQ 



z 

— . en 



A 



oo 



00 vO 

- o 

S — t oo 

(N ^ II 00 - 



<^ — T3 

z K w > 



oo 
o 



oo _ 
o 



< 

— ^ 



± <L> ON 
C -O ft. 



_ '23 

v — A — W 



W A Q 



P 

Su 

g CO Os 

r2 ■ 

O f- S 
tyj vc 2P 

6-5 
1- 

§ S ^ 

S A ^ 



.2 
M u OO 

3 3 £ ¥ 



a> 
«— 1 

ui 

OO 



S-no uj 



« ^ o 

£Z ~ — — I— 

■3 = =p ~ 
o o S .E 
o.on -J « _ _ 

.E On 3 CL g — 

SR ■ 

■a (N c "7 
63 5. o ^ 

« o Z 
3 E ^SUA £ 



C «2 -O 00 



11 



s 



m no 

ro 



rr 

00 00 00 OO 



cm ro 



i- t t 
00 00 00 00 



-3- 



00 



NO 

m 



00 
ro 
I— 



O-M 

n «t rr 
r-- r- r- r- 



rr m no 



r*. r*- 



1/23/2006, 



EAST Version: 



2.0.1.4 



WO 00/55174 



PCT/US00/05988 



78 



» — ^ ^ 

nO ^ 



o 5-s < 

U 2 - O 
< < < < 



90 

< 



< 

< 



JO > 
< 2 



ri 

to 

> 

C2 



vo 
a* 



OO 
OO 



oo 
oo 



o 



r-j O vo £ 
vC o — ^ 
t \5 30 _] 



vO 
O 



DO 

oo 



oo 



n oo 



p - - S 



oo 

o 



o 

VO 
tr> 









vO 




oo 






oo 




VO 


o 


o 


O 


o 


oo 


VO 


>o 




'Eb 


'Eb 



"E 

SO 



VO 
<N 



vo 
m 
-J 

, , c 

s 'I 

•s 2 

a -s 

E o 

O v> 

= -8 

j f: n 
c 2 - 

*5 o II 

s.£ ^ 

03 _ i 

III 

•C A -C 



• o 
J U| 

Hag 

S vo JO ^ 

tb e 



— * E 

CO c_ 

oo o ^ 

5 <^ -= 

ri ^ c3 



Eb-P 



L «3 V3 

cL ^ 



3 </> 

= - 

S E 

oo 7 



3 



VO C 



5 w 3 
2f 5 



c < 

'5 Z 



— 56" "u 
i> m o 
3 2 r*- .ts uj 



o Q = « £ ' E ^ 



O VO ry 



2 s i 

CO 

i s 

_ • — IA 



co— r^cS^^^a: — 



"3d. 



E ? T SO "t* -u EL f> Q> 



.E &rg^ 

JD VO C 

^ VO X 3 — — 

^ cl o oi a: H ^ x S .^S 



LU in 0 C E 'E -= 



oo 



m -t o vo 

ir> ia vo vo 

m ro m 

t t 

oo oo oo oo 



o 




Os O — CM 

^ <n ^ 
r- r- 



tr> vo 



oo 
in 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT7US0O/05988 



79 



xO ^ 

n <~> < C2 ?Z O 2 

— LD en a- £ ~ = 

= O O Q = 00 



v: — ; 



o 

CD 



z 



o 



o 
o 



o 

-5T 



^ n m t ^ 



NO 

o 



o 



oo r> S o o 

N t ^ ^ ^ — 

ri o ^ m io cm 



no 



o 



CD 



CO 

oo 
'cd 



o 
oo 



o* 

"T 



0D 



o 
o 

8 



o 

CO 



a: 
O 

CO 

CJ 
LU 



Z 

> ^ 



II 

, , sz 

<£ CD 

a. -J 

i 

So 

2 °5 



o 2. 
© O 

u. a. 

< A 

w A 



1° 

sag 8 ci 
.£ - ■= O 

j 5 o ^ 5 c ^ £ <: 



^_ On Z 

> uj 



e <£> 



4- ^ co = .E Q ^ 



8 

r3 



On UJ 



2 o 



E 5 2 5 2 ?e-u. _ 

< = .? S.E a m <£< 



o 

0> 



2 



ooK cd£ J^*- 

^ ,S> i- M t. ^' ^.2 Z 
> q. ca a to M O; a- 
oo «-=._-=; *n coco 

oo lO "» 



^§ 

^ DC ^ 

^ (N O i- 

2 n ^ 7 

u O h .f; 

t2 O" ^ 
£ ^ J U 

£ £ CD < 
CD Q» Q£ Ll. 

a 



o 
c 



ZD 



5 
LU 

O 

II Z 
X> CO 



oZ .5 s I? u o 
pr-«^ h « 5 h o h 



g-^m < rn ^ 
H (N X L 



inr^ooor^— oo m\0 

n n oo oo n oe - 

^ ^ O N n i aoo 

t t rf t rr«sa- 

00 oo oo oo oo oo oo oo oo 



oo 



O O — m 
ir^ \o \o vo vo 
r- r*- r- r** 



VO NO 



NO no 



oo 

vO 



o 

NO 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



80 



CO 

a 

< 



CI ^ -T 

^ *-e w 

O ^ sq u 

£ CL ^ O 

< — £ 



2 



rj 

5 



oo 



— E: xr - £ 

^ E c e: 

^- a- r- v> 

5^ = 1 



o 
o 



o 
o 



o 
o 





cn !J 
m m 3 



I— o — 
« g «Ti on 
^ — — 



00 



in 



oo OJ <n 



o 



SO 

*cb 



s 



o 



CO 



s 

a 



03 

O T3 



O 

OO 



lu 



1> oo 



< CO 



CO 

u- S lu 

^ — CO 
< 



LU 
< 

lu 

> 



5 x 



ao 

« GO 

£^ 

8.A 
a. 

a> 5. 



a. a. a. 

y~v CO LU 

O U 0u 

r] o > 

r- x 

^ a- g 

u o:< 
l£ a a 



LU 
LU 
GO 

< 
g 

LU 

a. 

>• 

o o 

CO u 

<§ 

ox 

0- QJ 



■5 

CO 



o 
E 
o 



2& 



st 

$ oo 

o 

rss 



c 

'S 
_ s 

E so 

»! 

0 lo 

1 i 



~ a 



2 

LU 5 

LU » 
go 

oo Kb 

cm c 

<n a> 

m -J 



a> 



is 

to LJ 
A Z 

S Q 
E Z 



2 o 

Q_ in 

C3 — 

_ = CO 

¥ - 5 

CO 0 s o 
_r: 

O — 

C VO C 

*5 *5 

p m o 

< ~E o 



^ i 

CM ^ 

4> — 

> » 

O < 

On m 

<n i 

— > < 



^ o 



CD CD A SdEALu 



"a, o. 
A c 
. — . o 

ll 



LU 

< 

LU 

LU 
-J 

o 

oo 

LU -r 

5 5 

o J— 

O O 
— cs: 

II 



2 - 



SO 



oo r*^ o — 
o vo o oo 

00 O CM 

-r -^r io m 

T rr tt 

oo oo oo oo 



oo 
oo 

in 

oo 



o 
m 

in 

oo 



o 

O 
oo 



oo 



«: c/ 
r: »o ^ 



in 

= I 



— n n rr »n 
r- 



o> o — 
r- oo oo oo 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCTAJS00/05988 



81 

oo -t — ~ \c _ ^ x 

< Ej ^ O < < C < 

< Q r- r- O ^ O 5: 2 



00 00 O r^- 00 — o 

00 <> c> r- o o oo c> 



ooc^or^c^oooo 00 



vnC* — r- © v© 00 

cm 00 — r- o> 25 22 

01 — w. n m m tj* 



© 
m 

S^-r-iv-.ooor^ £iS 

2 o S r- m 00 00 ^ £2 

— rM 00 so ^ £± 

Q £± C± ^IL DL 5. ?r 'Eb 

c- *5> '5) Eh ~b '5> so 



i 5 „ Je§£ =1 i_! 

M ~ Nl - o ^ 3 r- H - 5 ° ? 1- 

t — —J c t\ 5^0^^ ^ 5» ■ — ■ 0 cjq 




is- " z 

85" |§§gx 

°-rM Jj CL ^ &O 1 1 — 

o . _ o ■*"* n — - 



n g <=> S 6»^-aj 

cjj , ~ 11 rr* -5 a — rz q. *^ 

c U HI H 2 c m u ,n r» 

_ S J c c£ cr a> £ O ^ — 

a» !C ^ -5.=- 




© c> m o a3XoO_^oO_OoO 



00 C/3 w 00 Ol. w A — > » — - 

& a: o£ 

s 2 r o 

u q z: ^ 

< uj O * 

< Q H 
^ c O 



p^^-w-iscr^ooos O 

00000000000000 

r*» r- r-* c-» r- r** 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



O 

CD 



< 
< 



DO 

< 
U 



82 



< 



ri 

Q 

Cr 



sO O -> 

O «N > 

x u u 

O 2 ^ 

x as 



»/-> 



to 
OO 



O 



to 
oo 



m 
O 



oo 



<n 

vO - 

o> 



n ri 



o 
«o 



5 

oo 

ro 

§. 

rr 
o 
oo 

o 

00 



io 

o 
o 

CO 



oo 
o 



to 

s 

o 

ON 

"cb 



8-se 



>* OO 

it - g 



o c S 



- < Z "» < 
*5 -5 7^ 



CO 

c 



.Si 
'a. 

CO 

00 



.j. t— .s « 
4= » s 



tu ^ 

< z: 

< Q 




VO 



<L» _C 

CT3 — 



< 

— ^ CO 



5 2 in ^ 



y o d Z3 

J2 Q-UJ < <N 



I =£-'53 2 a ^ O 

cb'P-S >.S T y 
9-.S -g- 



o*= ^ >- -J 
>* f? cr o — i 



« 5 vo i 
eo -C — 2. 



i < I ^ - 

Big* 

u. X U £ 

Q O IE U 

a x a ^ 

2 u a s 

X X X = 



oo on 

O On O 

r^- r- 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



2 
Q 



83 

*n ^ 
X r- 



o 
o 



oo =c =c 



o 
o 



o 
o 



o ri ri 
O O ri 
»n t 



mm 22 



O 

o 

o 
o 



r- 



5 22 

OO 



*n 

s 



o 
o 

Q 



5 , 

a 2 3 

o u 
E « cj 
° 3 
3= - X 

= .Eg 

f J?3 

•ill 

c cm q. 

J 8 I 



Z 

OS 

Q 



i 5* 
J 5 o 

iSS 



E^S 
2 2 < 
o — > X 

«x<-> 

'5 y.< 

o m 
* ° Z 

.E £ H 

^ ^9 
.r to QC 

-D A Q- 



e 5 

00 CC 

co 

co CM 
C ON 

Q> ro 

•» o 

O CN 

i< 

1 < 

C '3 

- Q. 

a. 



» VJ — — — 

5 



co m 

C CM 

•£ < 

| (£ 

° Q 
X 

Q 

.Si? 

CO w 

a. ca 
f S 

o ^ 

2 = 

Q. X 

2d ^ 
a. — 
o r- 
oo r- 
— , »n 
— rM 
oo < 



CD CL 

. A A 



< ~ 
H U 

< LU 

£ So 

a. D 

aU 

co rij 
A £ 

1 Q 

O frj 

si 

g < 

O.CJ 



co 
X 

o 



II 



II g 



g CO 
QJ O 

'5. E 
5 .2 
o x. 

i< 

X .5 
to -H 
o V 
° ^ 
E *5> 
o — 

r ^ 

Q- 'E 

in 

**- — • oo 
x> - 

U 



X ^ 



. o 

. p 



a 



u rM 



? s 



— r-> 

— m 

e ^; 

u A 



is 

x u 
o ^ 

Pi ^ ^ 

lis 

A J < 

EgO 



- ^ n 



< g so 



SO ^ 
so O 



_ „ CM 

X E£ "5b 

00 A 



C 

O c 

E. ■ P 

- O 

Q 

m o Z 

— < 
^ rs ^ 



0 

9=. CD 
c 3 

SO 00 

A — 



c 

o 
'5. 

CD E 

3 o 
in X 



■5. ^ ^ 

co A ^ 



— - ^ q co rr " w w 



z £. 

— • CO 

-J to 

O o 

> E u 

U 0 - 

n a. vO 

rr r-i ^ 



-r n -^-LU - — 



uu ^ oo 



A 5 " I 



a: ^ 

^ 55 

X 

X C 

2 = 

x — 



o 



V3 



> 
£33 



5 'q. a. 
X a « 



to A C/5 OA 



§ 



O 
OO 



o c 

00 CC 



2 
00 



in 
o 
00 



1/23/2006, EAST 



Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



84 



r i 

CO 



_ ^ -a- r- 

y> > 5 ^ £ 



< ^ u 

2 



<-i m so g co 

O CO o 2 ^ 



o ^ 



o o o 

r^J O r*Ni 

rsj — y> m 



m CO _ 

CO o m to 

oo o co £{ - 

§22 « 



CO 



£ _ 8 CO Q - 'IS g - -f= 2 .Si c ^ - _ ^ _ co ^ 



O 



ts p - 



— w ^ ♦ -a otJKji— c: © — » 

•2 S 1 P u | 'E ^ -I ^ E^t^SiiS§?-Z 
«Q«2< 5U£ J" '5.5 otB'a 



cm ~ ID Q.< cvj 




s 



r- oo o 

o o o 

oo OO 00 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



O 



n 
N 
< 



85 

o 
■n 
U 
< 



oo 
< 



o 
o 



o 
o 



o 
o 



o — 
oo o 



o — 

OO O* 



in 



-3- 



sO I- 
m o 



oo 



— CN 



cm 



o 



00 



o 
© 



CO 



51 



\o 



Ch so — 

, . . . , oo 



N4 -sJ , ■ 



m o 



OO 
00 



o 



o 



OO 

o 

— to Q Z - Q 

a> tr co-3 

A w c 3 A 

£ .2 X <V " 

C 2 u | rV C= 

.si g b r 1 ~ 

o. o o u. 

§ o - 
2|£ A C Z 

§ o a = 5 «= 

_y 



o x o 

i 



cn — ■ — 



o 5 2 A 

-77 £ = E H a 
S 5 o 5 < 3 
« I '5 - O w 

T? «ft ^ ^ — 
o n W 

03 

00 CM 

C C/5 T\ fc 3« 

A o in ^ 

- O 

cm 



2lE 



5 

*cl a> 



O 

I 

X 



cm 

CM 

II 



in 
O 



3 ■= 



CO 
C 



4> 



S3 o o — 



> 
o 



a: 



|S 

CD OO 

O 

2 ~ 



< 

12 ON < 



II 23 c 

hut - 
E ii UJ P So ^ r- 
a> w os 5 ST 
7^ ~ o o rj- < on 

Q .E S ra 5 °-- _ o o- 



SI 

X X 



o c O 2 
c •- a x 



i: 



■° 5 ^ - 



ii 




CM 
OO 



OO CO 



vO 
00 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/USOO/05988 



< 



rl 



U 
X 



86 



x 



o 
O 

—J 
O 



o 
o 



o 
o 



oo 



§ 



DO 



o 



NO 



Cvl 



OO 

ti- 



cs 

ON 



On 

S 



oo 

xO 

oo 



U 
oo" 
m 



00 
ID 



O C 

£ | 
o c 

=C o 

•ts w c: 1/5 

s.i s §■ 
lis S 
« 1M 
i 

•o Z J* = — 2 

11 — s " 8- 

o ^ .52 ^ o 

s g J I 

-C A • — co — 

r- 
U 

Q 

< 




OO 



00 



CM 

rs 

OO 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 PCT/USOO/05988 



87 

r I p 

UJ 

O < G 5 



rn O 



5 5 fc-i O 

5 s < ^ * 



o — °* 



O S £ £i 

^ o, — n 



o o 
o o 



§ 1 o o 

OO O 

oo oo _ 

"Eb "so £ 51 

CO oo 



o o 
— — oo 

•o ^3 oo 



CO 



£ 5 b S^S e — < EH o w , <uo^ a * J? 



£ 5 b 2 3 S * <EuO <u , <wO 

■2 = 5= g«-S < < 2 ^ q $ 2 ^ Q ^ ~l$ai?>?£ 

I^<3 s-g^sxss si:53h 8=,= "fc |5|^£g 

^SS'P^t/. " S rrT, o J - uj y o^i'— u:^ O t 2 S 50 o 



c 



!»$ci §i.i|°g jgas* iPSiiS 
«t|g« ff~|l Ji&§sJI 

£ -= > * «fcg-r2*H2S5 M 2- o g Z cn a. |S! H^f n 
rr a <• l1 ceoQ.ooX5^f-uj ^ ScPhujIj = < E < =_ = 15 
•£L^ 3 < g y o7oo" S*> 5 ^ S-S □ ^ 3 ^ S-.c: j u S Ji a § ^ x 2 Ji 

A vSS ^Q.--AUiS^AlduS^AtiU(NEAi:2A CO. 



-2 5i 



.= A 

co S S »o ^ 



< 









m 


m 
O 


in 
UJ 


o 


< 


a 






UJ 


C2 




a 



m 



•^r v> o r-* 

ri <n £i £j 

oo oo oo oo oo 



m 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



CO 



88 

o 
< 



3: 



5 



o 



o 

oo 



o 



o 



rg 
o 
o 

■Q 

Q 



o 



v 5 

c < _ 

.2* ^ ^ 

2- J ^ S 

0 E i O 
S O o QtS 

1 °- 

eggs 
« 0.0 H 

< 

c w -q; -> 
.2 S a J 



O 

NO 

* Z 
U a- 
O <-> 



Q--J 
O i- 

£ O 



^ — ID 
^ 2_ U- 

ill 

^ ^ S: 



o 



5 in 

O IT o h 
£ A Q.2 
OS 

o 
X 
00 



^* NO 



= 5 

S jc 
a. o 
x o 

I s 

z < 

3 < 
o ~ 

1'f- 



O QC 

o H 

5? —3 



o 

vO 

* Z 
U C- 

o u 

£S 

h£ 
< o 

a: 

Q- 



x 



O 

O 
U 

2 a. 



z 9 

z ^ 

O oo 

UJ w 

= 1 

Q £ 



3 \0 

= 2 

W5 I** 

oo S 

<N 00 

— £ O 

« o FT 

«> <N 
O. Z. m 

£ 2 00 
o °-q 

-2 ^ 



CD 



< 

> 
X 

r- o 



■ ><M 

c CO 
*a> rn 
^ *° 3 



V) 

A 

E 



CO 

2 



a"S 



P £ Q 5 < ex: , K 



O- 



5 < 

-3 • C_ 

i a. — - 
a. e 

<r o ^ r 3 



a 
< 

o 



< ^. 5 W 



. ^ — f ^ 



CO cu 
2 S 



oo 
o 

C3 

a 



at 

o 

< 



? + 

fN Z 

a: 

vn 



S 2 oo 
<n £ 9^ 



ID 

9 2 

< ta 

+ CO 

-Jls 

£. t« H 7) 



V) - 



CL-C ^ — 
A 'C A — 



>• UJ 
OS CO CO 

a- O O 

a m co 
Sale: 



00 
00 



a- 
oo 



o 

OO 



OO 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



89 



oo oo 



O m T & 

— -> ^ P 1 :? 2 N 

CQ CO £2 — < CO is- 

O => 2 S 3C O = 

T- S = X ~ ~ 



r- £ n — cm i*** 

oo 2 00 ^ ^ 



oo o ^ o so 



oo oo m tj- 

<N r*> O — — oo 

t3* m m m m T 



OO f** f> C^l <N O ^ 

— — CN 



04 

NO 

5 s & ss oo g 




<>i m t m vo r»* oo 

m co f*> m m 

oo oo oo oo oo oo oo 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



< 

C2 



< 



90 



to 

o 

O 



< 



CJ 



Q 
< 



NO 



o 
o 



— © 

^ © 



o 
o 



-3- 



o 



o 



CM 



© 
o 

-a 

9 

0. 



oo 
oo 
rM 

'5b 



cm 




o 












oo 


\o 










OO 




o 


r- 






cm 


o 

rn 


r- 






*ob 








'tb 




21 



io 



< 
< 

EI 

'3 
o 

Q- 

J 



Ml W 
A -1 *C 



ii 2 

SO oj 
E O 

_! -r- 



5 5 H 

e£ So 
FT c 

O —3 
OO — 

O es 



•2 O 3 

Q-OO — 

^ o 



— 04 < 

o 



C — 1 



3 CT3 

DC to 
1 — • O 



SO 



.E 5 - 



2 P 



E 2 LU 



« v 3 LJ w 

2 5. 



a. 

A C_ 



c 

£ e 

li | 

do £ 
c o 

0J -O 



o 

cn "2 

cm o 

rj <S 

=L It 

OS - 

vo *5 

m oo 
c 

'5. 2 

A . 

1 2 

'ah c 

rs 

5 S 

c u. 



a: 






in 












O 










< 


a 


< 




z: 




rj 


X 







a: 
o 

Q 

do 
u 



o 

Q 
< 



m 
oo 



o 
oo 



oo 



-r 
oo 



m 
oo 



•5T 

oo 



OO 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



91 

— m r- r ~> 

m r- £j O 

v u ^ — ~ 

Ea ca 22 < o 

> 2 2 55 < 

U f* 1 rJ = T" 



OO 



o 
o 



o 
o 



VO ~- O 

oo oo ^ **• 

00 S m OJ 



m 



o 
oo 

- 2 S 5 

S 3 3 § 5 

a sj 8 g * 

£l — — r=- 5 

Eh *3> 5) c 



i — — c — c — c 

n ST3 § <o < o <o .£ 

CJ o 5 S w a ^ .2? — m c 



T3 



^Sgi4- !§15SI !§&5af Sgtiif I 
13*14-4 l*ss|* jjlsgi a 

— •= -52 5T '5. fa « S o%A «, «faO-5jA« « fe g^A « tT 



-52 7T "5- fa a £ o-^A a «3^o*5jA<a «fag*Sb A ^ 



1 — 1 =» 



c S S A E 3 c§3 3 c e £ 3 3 = e .E § ^ 2 3 .E 

o glials 2j^-is s|5Q.gES 



4> 

_ § 
a. a. 



IpI^s "is^Sil lE^ili i 

"5T u E u a> Sin 4) ffl « w n w ^ s w so m « ^ 
C A =L O. O. -C A 8 . -J -C C A K . -2 C •= A « . -1 



. _ - - — - * — *■*"• — ' o o vo 

JD -O vO 

ft/ cs: g 

— m <^ o 

in t** fM i£} so 

^ U =5 X Ul 

OQ CD CQ < Q 

> s s a < 

CJ ri — 



5g 



oc 21 O 

^ 3 & 

oo 00 oo oo oo 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 PCT/US00/05988 

92 



< £ U Sri ^ 

£ p £ < S 

q 5 h i a 



oo c> 

oo oo O" 



^ ^ E: 2 £ 

oo OC Ov OO 



O rvj o r- oo 

ro o r- 

m rvi r>» 



O 



S § * 8 - 

§ 1 P £ £ 

m O 

5. !Q- 5. ^- — 

"cb M '5b 



l| .g I o || t $f fill 

llllll <!!<§•! §is£sf ll|¥f< -lirl^i 



JJjJ§^ «Sag» 5SEig> WE^« S W a^-? 

cc^IS =551 §§ . £ SqSS£ .E 8 £ | i .E .E £ S = - S 

_ — i OO — »- *-» — — — — * a C3— — r\l A 1/3 fS — — oo Tj" -^J- ^ 

E E E — <- £ — *-c-_ffE 0O ^-?/5S ct^c^2c c = E c e ;r 

o o o 5 o .£ o=.= .E.= ~o©ocXo£ 0 o — c o o c -5 .5 t 

'z. "C a o a. 'c E S. o. cl-j r a S yi co u a E — cl'C l a .!2 a a a 



o 

s> . _ 

•Z A 

02 S * £ S 

2 S = § £ 

< ^ u u s 

< = S S z 

CO J- > < ^- 

Q 5 t- ^ O 



r*j m *3" j£ 

io £ £j 

oo oo oo oo 



1/23/2006, EAST Version: 



2.0.1.4 



WO 00/55174 



PCT/US00/05988 



CQ 
< 
CO 



O 

o 

CQ 



93 



< 



< 

< 
2 



CD 

vo 



o 
o 



oo 



o 
o 



oo 



i/-> 



m 



oo 



*/n 



o 



o 
oo 



00 



5b 



*5q 



oo 

O 



CD 



ra 
CM 



5, 



oo 
oo 



TP 

a 

"E 

5*0 



Gj — ; 
OO P C 

- = S l 

A ~ 5 u £ n 
.£ " 75 a: ZZ £5 

Q.00 p n M Z7 

SO 5 c£ £ J 

1^ Ifil 



a> 

CO 

o 2 
E g 

— — — s/> 
CQ 5 ,. '5. o 

-= O W) 2 co — 

~ c E c i) 
E a. CQ E ^"^ 



o c 
. — . c o 
to .— 
c c 

a) o ' — ^ c 

S| II .2 g II 

f sitl'gS ill i>|| 

§ o « ^ Bb s 2 ^ -9 § v & 



o o -a 



o 



O 
e£ 
c 

o 
r- 

o 
< 
< 

SO 




NO 
OO 



oo 



oo 
oo 



ON 

00 



o 
so 

00 



oo 



so 
oo 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



o 
U 
U 
< 



94 



U 
O 



< 



00 

U 
U 



x 2: ^ x 



o 

X 
r- 



PCT/US00/05988 



PC 

-3- oc 
< 5- 

<T < 
£= -J 

2: ri 



o 
o 



00 



VO 



o 
o 



o oo -r cs 
o cs o o 



00 



NO 



O m — 

r~» r*» C** 

(N ^ n n 



00 



5? 



tn 



00 



00 
o 

VO 

< 

00 
o 

o 

< 



\o 
o 

NO 



O 

o 
m 

o 
o 

T3 
Q 



m 
o 



O 

*5b 



c-i — 
m »n 
m 00 
O O 

V» CO 



OA CD 



£ E 



00 
_o 

o 

E 
o 



.22 ai 
2 E n 

c £ - e 
•53 " o '5 

II -i 

*> on ~« 

£ W of 

o =2. E o 
o ,i= 3 o 

E °- — E 

55 A 1 55 



o 
O 
U 
< 



in 

< 
< 



o 
E 
o 
X 

5 S 

'Ob's 



00 

— CM 

— o 
00 m 
A m 



VO 

vo 



< 



CM 



CO 



■0 



'0.7 



O. 



o ■ 



© u 

o -§ =*S 
r -= in W 

= S r- < 
-J 



5 p g „ . 8 

§ « £ i I 2 o 

— J -C -g x 00 0.,— , oo 
— - a. U to « ^1 S 5?*" 
o « r- 13 c o H °- 

vO > - < ^ -J is S 
n o 5" oJ . o> 

q_H 2: ^ tu 2 - 

1=>PQ< 2 

tlx*- 



vj W C i r/i I- 4) 



p 
o 

00 

_ <y 

o o 

I 

O 00 w 



II 

Q. 



O0 
C 



.Si 
"a. 



00 



0JD 



2 < uj 
§□2 

ItJQO 
— X < 
H 

C CO X 
\= UJ — 




VO 

00 



s 

00 



»n 

8 



vO 

S 



5 

00 



GO 
O 
0O 



o — 
00 00 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 PCT/US00/05988 

95 

<CD2^<<r^C-U2<^CQ c ri5Q^<-<5<<r J CLUI^-<>. 



00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 90 00 00^0*0^ 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 PCT/US00/05988 

96 

<a.<u<x?i.5<^o<<<9<<<<<<fflOU£2ay^<2 



— ( — MTf(>-vOoonTf(Nr s -^noonnOTr»AOOohrioc^ONO t noo 



r^xrv^vot^ooo^^ — r^irnTftn\or^ooo^o~ojrn-3-o^\or^oGCNO — <n n 
OOOOOOO — — — — — — — — — — n (N rl n N n n ri N n n n 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 PCT/US00/05988 

97 

t rj iv ri C ^ 

£ § S S? L £ i 

= = X = = X x 



— vi O* 0 s O I-* 
r< r- h> o - n n 
<n m cn m <N 



^. »rt ^ vO 



s 

OO 

o 
o 



d 

00 



0J -C 

o E uj ^ 

E ° >- . H 

o ^ ^ — u z: 



"Si o o. oi as z 
*3 "c E 2 < > O 



St ST =2 ^ a} ^ 



■ — u — — X X 



Tf wr» OO O 

to to to to 
O* On 0 s 0 s On Os Os 



1/23/2006, EAST Version: 2.0.1.4 



WO 00/55174 



PCT/US00/05988 



98 



The first column of Table I shows the "SEQ ID NO: v for each of the 940 prostate 
cancer antigen polynucleotide sequences of the invention. 

The second column in Table I, provides a unique "Sequence/Contig ID" identification 
for each prostate and/or prostate cancer associated sequence. The third column in Table I, 
5 "Gene Name " provides a putative identification of the gene based on the sequence similarity 
of its translation product to an amino acid sequence found in a publicly accessible gene 
database, such as GenBank (NCBI). The great majority of the cDNA sequences reported in 
Table 1 are unrelated to any sequences previously described in the literature. The fourth 
column, in Table 1, "Overlap," provides the database accession no. for the database sequence 

10 having similarity. The fifth and sixth columns in Table 1 provide the location (nucleotide 
position nos. within the contig), "Start" and "End", in the polynucleotide sequence "SEQ ID 
NO:X" that delineate the preferred ORF shown in the sequence listing as SEQ ID NO:Y. In 
one embodiment, the invention provides a protein comprising, or alternatively consisting of, a 
polypeptide encoded by the portion of SEQ ID NO:X delineated by the nucleotide position 

15 nos. "Start" and "End". Also provided are polynucleotides encoding such proteins and the 
complementary strand thereto. The seventh and eighth columns provide the "% Identity" 
(percent identity) and "% Similarity" (percent similarity) observed between the aligned 
sequence segments of the translation product of SEQ ID NO:X and the database sequence. 

The ninth column of Table 1 provides a unique "Clone ID" for a clone related to each 

20 contig sequence. This clone ID references the cDNA clone which contains at least the 5' most 
sequence of the assembled contig and at least a portion of SEQ ID NO:X was determined by 
directly sequencing the referenced clone. The reference clone may have more sequence than 
described in the sequence listing or the clone may have less. In the vast majority of cases, 
however, the clone is believed to encode a full-length polypeptide. In the case where a clone 

25 is not full-length, a full-length cDNA can be obtained by methods described elsewhere 
herein. 

Table 3 indicates public ESTs, of which at least one, two, three, four, five, ten, or 
more of any one or more of these public ESTs are optionally excluded from the invention. 

SEQ ID NO:X (where X may be any of the polynucleotide sequences disclosed in the 
30 sequence listing as SEQ ID NO:l through SEQ ID NO:940) and the translated SEQ ID NO:Y 
(where Y may be any of the polypeptide sequences disclosed in the sequence listing as SEQ 
ID NO:941 through SEQ ID NO: 1880) are sufficiently accurate and otherwise suitable for a 
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variety of uses well known in the art and decribed further below. For instance, SEQ ID 
NO:X has uses including, but not limited to, in designing nucleic acid hybridization probes 
that will detect nucleic acid sequences contained in SEQ ID NO:X or the related cDNA clone 
contained in a library deposited with the ATCC. These probes will also hybridize to nucleic 
5 acid molecules in biological samples, thereby enabling immediate applications in 
chromosome mapping, linkage analysis, tissue identification and/or typing, and a variety of 
forensic and diagnostic methods of the invention. Similarly, polypeptides identified from 
SEQ ID NO:Y. have uses that include, but are not limited to, generating antibodies which 
bind specifically to the prostate cancer antigen polypeptides, or fragments thereof, and/or to 

10 the prostate cancer antigen polypeptides encoded by the cDNA clones identified in Table 1. 

Nevertheless, DNA sequences generated by sequencing reactions can contain 
sequencing errors. The errors exist as misidentified nucleotides, or as insertions or deletions 
of nucleotides in the generated DNA sequence. The erroneously inserted or deleted 
nucleotides cause frame shifts in the reading frames of the predicted amino acid sequence. In 

15 these cases, the predicted amino acid sequence diverges from the actual amino acid sequence, 
even though the generated DNA sequence may be greater than 99.9% identical to the actual 
DNA sequence (for example, one base insertion or deletion in an open reading frame of over 
1000 bases). 

Accordingly, for those applications requiring precision in the nucleotide sequence or 
20 the amino acid sequence, the present invention provides not only the generated nucleotide 
sequence identified as SEQ ID NO:X, the predicted translated amino acid sequence identified 
as SEQ ID NO:Y, but also a sample of plasraid DNA containing the related cDNA clone 
(deposited with the ATCC, as set forth in Table 1). The nucleotide sequence of each 
deposited clone can readily be determined by sequencing the deposited clone in accordance 
25 with known methods. Further, techniques known in the art can be used to verify the 
nucleotide sequences of SEQ ID NO:X. 

The predicted amino acid sequence can then be verified from such deposits. 
Moreover, the amino acid sequence of the protein encoded by a particular clone can also be 
directly determined by peptide sequencing or by expressing the protein in a suitable host cell 
30 containing the deposited human cDNA. collecting the protein, and determining its sequence. 
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The present invention also relates to vectors or plasmids which include such DNA 
sequences, as well as the use of the DNA sequences. The material deposited with the ATCC 
on: 

5 Table 2 



ATCC Deposits 


Deposit 
Date 


ATCC Designation Number 


LP01, LP02, LP03, LP04, 
LP05. LP06, LP07, LP08, 
LP09, LP10,LPll. 


May-20-97 


209059, 209060, 209061, 209062, 209063, 
209064, 209065, 209066, 209067, 209068, 
209069 


LP12 


Jan- 12-98 


209579 


LP13 


Jan-12-98 


209578 


LP 14 


Jul-16-98 


203067 


LP15 


Jul- 16-98 


203068 


LP16 


Feb-1-99 


203609 


LP17 


Feb- 1-99 


203610 


LP20 


Nov- 17-98 


203485 


LP21 


Jun-18-99 


PTA-252 


LP22 


Jun- 18-99 


PTA-253 


LP23 


Dec-22-99 


PTA-1081 



each is a mixture of cDNA clones derived from a variety of human tissue and cloned in either 
a plasmid vector or a phage vector, as shown in Table 5. These deposits are referred to as 
"the deposits" herein. The tissues from which the clones were derived are listed in Table 5, 

10 and the vector in which the cDNA is contained is also indicated in Table 5. The deposited 
material includes the cDNA clones which were partially sequenced and are related to the 
SEQ ID NO:X described in Table 1 (column 9). Thus, a clone which is isolatable from the 
ATCC Deposits by use of a sequence listed as SEQ ID NO:X may include the entire coding 
region of a human gene or in other cases such clone may include a substantial portion of the 

15 coding region of a human gene. Although the sequence listing lists only a portion of the 
DNA sequence in a clone included in the ATCC Deposits, it is well within the ability of one 
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ATCC Deposits by use of a sequence (or portion thereof) listed in Table 1 by procedures 
hereinafter further described, and others apparent to those skilled in the art. 

Also provided in Table 5 is the name of the vector which contains the cDNA clone. 
Each vector is routinely used in the art. The following additional information is provided for 
5 convenience. 

Vectors Lambda Zap (U.S. Patent Nos. 5,128,256 and 5,286,636), Uni-Zap XR (U.S. 
Patent Nos. 5,128, 256 and 5,286,636), Zap Express (U.S. Patent Nos. 5,128,256 and 
5,286,636), pBluescript (pBS) (Short, J. M. et ah, Nucleic Acids Res. 76:7583-7600 (1988); 
Alting-Mees, M. A. and Short, J. M., Nucleic Acids Res. 77:9494 (1989)) and pBK (Alting- 

10 Mees, M. A. et al., Strategies 5:58-61 (1992)) are commercially available from Stratagene 
Cloning Systems, Inc., 1 1011 N. Torrey Pines Road. La Jolia, CA, 92037. pBS contains an 
ampicillin resistance gene and pBK contains a neomycin resistance gene. Phagemid pBS 
may be excised from the Lambda Zap and Uni-Zap XR vectors, and phagemid pBK may be 
excised from the Zap Express vector. Both phagemids may be transformed into E. coli strain 

15 XL- 1 Blue, also available from Stratagene. 

Vectors pSportl, pCMVSport 1.0, pCMVSport 2.0 and pCMVSport 3.0, were 
obtained from Life Technologies, Inc., P. O. Box 6009, Gaithersburg, MD 20897. All Sport 
vectors contain an ampicillin resistance gene and may be transformed into E. coli strain 
DH10B, also available from Life Technologies. See, for instance, Gruber, C. E., et al., Focus 

20 75:59 (1993). Vector lafmid BA (Bento Soares, Columbia University, New York, NY) 
contains an ampicillin resistance gene and can be transformed into E. coli strain XL-1 Blue. 
Vector pCR®2.1, which is available from Invitrogen, 1600 Faraday Avenue, Carlsbad, CA 
92008, contains an ampicillin resistance gene and may be transformed into E. coli strain 
DH10B, available from Life Technologies. See, for instance, Clark, J. M., Nuc. Acids Res. 

25 76:9677-9686 (1988) and Mead, D. et al., Bio/Technology 9: (1991). 

The present invention also relates to the genes corresponding to SEQ ID NO:X, SEQ 
ID NO:Y, and/or the cDNA contained in a deposited cDNA clone. The corresponding gene 
can be isolated in accordance with known methods using the sequence information disclosed 
herein. Such methods include, but are not limited to, preparing probes or primers from the 

30 disclosed sequence and identifying or amplifying the corresponding gene from appropriate 
sources of genomic material. 
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Also provided in the present invention are allelic variants, orthologs, and/or species 
homologs. Procedures known in the art can be used to obtain full-length genes, allelic 
variants, splice variants, full-length coding portions, orthologs, and/or species homologs of 
genes corresponding to SEQ ID NO:X 5 SEQ ID NO:Y, and/or the cDNA contained in the 
5 related cDNA clone in the deposit, using information from the sequences disclosed herein or 
the clones deposited with the ATCC. For example, allelic variants and/or species homologs 
may be isolated and identified by making suitable probes or primers from the sequences 
provided herein and screening a suitable nucleic acid source for allelic variants and/or the 
desired homologue. 

10 The present invention provides a polynucleotide comprising, or alternatively 

consisting of, the nucleic acid sequence of SEQ ID NO:X, and/or the related cDNA clone 
(See, e.g., columns 1 and 9 of Table 1). The present invention also provides a polypeptide 
comprising, or alternatively, consisting of, the polypeptide sequence of SEQ ID NO:Y, a 
polypeptide encoded by SEQ ID NO:X, and/or a polypeptide encoded by the cDNA in the 

15 related cDNA clone contained in a deposited library. Polynucleotides encoding a polypeptide 
comprising, or alternatively consisting of, the polypeptide sequence of SEQ ID NO:Y, a 
polypeptide encoded by SEQ ID NO:X, and/or a polypeptide encoded by the the dDNA in the 
related cDNA clone contained in a deposited library, are also encompassed by the invention. 
The present invention further encompasses a polynucleotide comprising, or alternatively 

20 consisting of, the complement of the nucleic acid sequence of SEQ ID NO:X, and/or the 
complement of the coding strand of the related cDNA clone contained in a deposited library. 

Many polynucleotide sequences, such as EST sequences, are publicly available and 
accessible through sequence databases and may have been publicly available prior to 
conception of the present invention. Preferably, such related polynucleotides are specifically 

25 excluded from the scope of the present invention. To list every related sequence would 
unduly burden the disclosure of this application. Accordingly, for each "Contig Id" listed in 
the first column of Table 3, preferably excluded are one or more polynucleotides comprising 
a nucleotide sequence described in the second column of Table 3 by the general formula of a- 
b, each of which are uniquely defined for the SEQ ID NO:X corresponding to that Contig Id 

30 in Table 1. Additionally, specific embodiments are directed to polynucleotide sequences 
excluding at least one, two, three, four, five, ten, or more of the specific polynucleotide 
sequences referenced by the Genbank Accession No. for each Contig Id which may be 
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included in column 3 of Table 3. In no way is this listing meant to encompass all of the 
sequences which may be excluded by the general formula, it is just a representative example. 
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His Ser Gly Arg Lys Lys 
225 230 



<210> 1378 
<211> 75 
<212> PRT 

<213> Homo sapiens 
<400> 1378 

Gly Lys Gin Lys Pro Leu Ser Ser Ala Phe His Leu Gin Glu Arg Arg 
15 10 15 

Lys Asn Ser Cys Leu Leu Ser Val He Gin Phe Ala Cys He Leu Cys 
20 25 30 

Ser Cys Thr Asn Pro Tyr Arg Val Asn Leu Leu Ser Thr He Tyr Trp 
35 40 45 

Cys Leu He Glu Asn Asp Cys Leu Pro Ser Phe Leu Val Pro Phe Leu 
50 55 60 

Thr Val Leu Lys Tyr Leu Lys Cys He Asp Cys 
65 70 75 



<210> 1379 
<211> 239 
<212> PRT 

<213> Homo sapiens 
<220> 

<221> SITE 
<222> (229) 

<223> Xaa equals any of the naturally occurring L-amino acids 
<220> 

<221> SITE 
<222> (231) 

<223> Xaa equals any of the naturally occurring L-amino acids 
<220> 

<221> SITE 
<222> (234) 

<223> Xaa equals any of the naturally occurring L-amino acids 
<400> 1379 

Arg Arg Gly Gin Val Gly Ala Arg Ser Cys Cys Phe Trp Phe Ser Cys 
15 10 15 
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Gly Arg Arg Arg Cys Pro Ala Ala Leu Gly Cys Arg Thr Asp Lys Ala 
20 25 30 

Trp Ala Thr Ala Pro Gin Lys Pro Thr Gin Leu Asp Ala Gly Ala Gly 
35 40 45 

Arg Arg Val Gly Asp Arg Val Ser Glu Gly Ala Ala Arg Ala Gly Gly 
50 55 60 

Arg Ala Pro Glu Gly Glu Arg Gly Gly Gly Gly Gly Ser Ala Ala Gly 
65 70 75 80 

Arg Ala Gly Arg Gly Met Ser Met Pro Asp Ala Met Pro Leu Pro Gly 
85 90 95 

Val Gly Glu Glu Leu Lys Gin Ala Lys Glu lie Glu Asp Ala Glu Lys 
100 105 110 

Tyr Ser Phe Met Ala Thr Val Thr Lys Ala Pro Lys Lys Gin lie Gin 
115 120 125 

Phe Ala Asp Asp Met Gin Glu Phe Thr Lys Phe Pro Thr Lys Thr Gly 
130 135 140 

Arg Arg Ser Leu Ser Arg Ser lie Ser Gin Ser Ser Thr Asp Ser Tyr 
145 150 155 160 

Ser Ser Ala Ala Ser Tyr Thr Asp Ser Ser Asp Asp Glu Val Ser Pro 
165 170 175 

Arg Glu Lys Gin Gin Thr Asn Ser Lys Gly Ser Ser Asn Phe Cys Val 
180 185 190 

Lys Asn lie Lys Gin Ala Glu Phe Gly Arg Arg Glu He Glu He Ala 
195 200 205 

Glu Gin Asp Met Ser Ala Leu He Ser Leu Arg Lys Arg Ala Gin Gly 
210 215 220 



Glu Lys Pro Leu Xaa Gly Xaa Lys He Xaa Gly Leu Thr His Tyr 
225 230 235 



<210> 1380 

<211> 97 

<212> PRT 

<213> Homo sapiens 

<400> 1380 
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